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CAPLUS COPYRIGHT 2005 ACS on 5TN 
2005:614538 CAPLUS 

Real tie* electronic cell sensing systems and 

applications for cell-based assays 

Xu, Xiao> Abassi, Yamai Wang, Xiaoboj Gan. Jiangbo 

USA 

uls. Pat. Appl. Publ., 66 pp., Cont. -in-part of U.S. 
Ser. No. 705.447. 
CODEN: USXXCO 
Patent 
English 



KIND DATE 



APPLICATION NO. 



DATE 



US 2005153425 
VO 2004010102 
VO 2004010102 
V: AS, AG, 



Al 



A2 
A3 

AL, AM, AT, 
CU, CZ, DE, 
GM. HR, HU, ID, IL, 
LS, LT, LU, LV, MA, 
PG, PH, PL, PT r RO, 
TR, TT, TZ, UA, UG, 
GH, GM, EE, LS, 
EG, KZ, MD, RU, 
FR, GB, GR, 



20050714 US 2004-987732 20041112 

20040129 VO 2003-US22537 20030718 
20040722 

AU, A2, BA, BB, BG, BR, BY. BZ, CA, CH, CN, 

OK, DM, DZ, EC, EE, ES, FI, GB. GD. GE, GB. 

IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR. 

MD, MG, MK, MN, MV, MX, MZ, NI, NO, NZ, OM, 

RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM, TN. 

US, UZ, VC, VN, YU, ZA, ZM, ZV 

MV, MZ, SD, SL, SZ, TZ, UG, ZM, ZV, AM, AZ, BY. 

TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, 



IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR, 



US 2004152067 
US 2005112544 
PRIORITY APPLN. INFO. : 



BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GV, ML, MR, NE, SN, TD, TG 
Al 20040B05 US 2003-705615 20031110 
Al 20050526 US 2003-705447 20031110 

P 20021220 
P 20030509 
A 20030718 
A2 20031110 
A2 20031110 
P 20031112 
P 20040209 
P 20040227 
P 20020720 
A 20030718 



US 2003-705615 
US 2003-705447 
US 2002-435400P 
US 2003-469572P 
VO 2003-US22537 
US 2003-705447 
US 2003-705615 
US 2003-519S67P 
US 2004-542927P 
US 2004-54B713P 
US 2002-397749P 
VO 2003-US22557 



The present invention includes devices, systems, and methods for assaying 
cells using cell-substrate impedance monitoring. In one aspect, the 
invention provides cell-substrate impedance monitoring devices that 
comprise electrode arrays on a nonconducting substrate, in which each of 
the arrays has an appro*, uniform electrode resistance across the entire 
array. In another aspect, the invention provides cell-substrate 
monitoring systems comprising one or more cell-substrate monitoring 
devices comprising multiple veils each having an electrode array, an 
impedance analyzer, a device station that connects arrays of individual 
wells to the impedance analyzer, and software for controlling the device 
station and impedance analyzer. In another aspect, the invention provides 
cellular assays that use impedance monitoring to detect changes in cell 
behavior or state. In some preferred aspects, the assays are designed to 
investigate the affects of compds. on cells, such as cytotoxicity assays. 
In other preferred aspects, the assays are designed to investigate the 
compds. that effect IgE-raediated responses of cells to antigens. 
330161-07-0, SU6656 

RL: BSU (Biological study, unclassified)! BIOL (Biological study) 
(electronic cell sensing systems and applications for cell-based 
assays) 
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2005:567120 CAPLUS 
143:97259 

Preparation of indolinone derivatives as agents to 
prevent, treat and/or ameliorate multiple sclerosis. 
Bouerat, Laetltia Maud Elys a J Fensholdt, Jeff Nielsen, 
Simon Feldbaek; Liang, Xifu; Havez, Sophie Elisabeth; 
Andersson, Ellen Christina* Jensen, Lene; Hansen, Jens 
Rainer 

Leo Pharma A/S, Den. 

PCT Int. Appl., 198 pp. 

CO DEN: PIXXD2 

Patent 

English 

1 



KIND DATE 



APPLICATION NO. 



DATE 



Al 20050630 VO 2004-DK875 20041216 

AZ, BA, BB, BG, BR, BV, BY, BZ, CA, CH, 

OK, DM, OZ. EC, EE, EG, ES, FI, GB, GO, 

IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 

LT, LU, LV, MA, MD, MG, MK, MN, MV, MX, MZ, NA, NI, 

RO, RU, SC, SO, SE, SG, SK, SL, SY, 

TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

LS, MV, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

EE. ES. FI, FR, GB, GR, HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, 

RO. SB, SI, SK, TR, BF. BJ, CF, CG, CI, CM, GA, GN, GO, GV, ML, 
MR. NE. SN, TD, TG 

PRIORITY APPLN. INFO.: US 2003-529630P P 20031216 

GI 



TO 200505B309 

V: AE, AG, AL. AM, AT, AU, 

CN, CO, CR, CU, CZ, 0E, 

GE, GH, GM, HR, HU, ID, 

LK, LR, 

NO, NZ, OM, PG, PH, PL, 

TJ, TM. TN, 

Rtf: B¥. GH. GM, 

AZ, BY, KG, 
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etc.; X - O, S] are prepd. For instance, II is prepd. from 
5-forrayl-4-methyl-lH-pyrrole-2-carboxylic acid Et ester and 
l,3-dihydroindol-2-one (EtOH, piperidine) in 991 yield. In an assay of 
exptl. -induced autoimmune encephalomyelitis (EAE) compds. of the 
invention, in particular, 3- (3, 5-dimethyl-lH-pyrrol-2-ylmethylene) -1, 3- 
dihydroindol-2-one (no exptl.), is shown to significantly inhibit EAE 
compared to dexaaathasone; both compds. are known KOR kinase inhibitors. 
I are useful for the prevention, treatment or amelioration of multiple 
sclerosis, or to delay the onset of or reduce the relapse rate in multiple 
sclerosis. 

e56436-lB-5P, 3-(l-Methyl-lH-indol-2-ylmethylene)-1.3-dihydroindol- 
2-one 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of indolinona derivs. as agents to inhibit exptl. -induced 

autoimmune encephalomyelitis) 
856436-18-5 CAPLUS 
INDEX NAME NOT YET ASSIGNED 



REFERENCE COUNT: 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




Me 




AB Title compds. I [Rl-4 - H, halo, trihalomethyl, etc.; R5 - H, OH, alkyl, 
etc.; R6 - H, alkyl, cycloalkyl, etc.; A - Ph, mo no/bi cyclic heteroaryl. 
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TITLE: Identifying, selecting and/or characterizing compounds 

which modulate the activity of an Src family kinase 

INVENTOR(S) : Oberraeier, Axel; Bieger, Boris 

PATENT ASSIGNEE(S): Sirenade Pharmaceuticals AG, Germany 

SOURCE: Eur. Pat. Appl., 114 pp. 

CO DEN : EPXXDW 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 

PATENT INFORMATION: 



PATENT NO. KIND DATE APPLICATION NO. DATE 



EP 1541694 






Al 




20050615 




EP 2003-28713 




20031212 


R: 


AT, 


BE, 


CH, 


DE, 


DK. 


ES, FR, 


GB, 


GR, 


IT, LI, LU, 


NL, 


SE, 


MC, PT, 




IE, 


SI. 


LT, 


LV, 


FI, 


RO, MK, 


CY, 


AL, 


TR, BG, CZ, 


EE, 


HU, 


SK 


VO 2005059168 




Al 




20050630 




VO 2004-EP53321 




20041207 


V: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, 


BB, 


BG, BR, BV, 


BY, 


BZ, 


CA, CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, DK, 


DM, 


DZ, 


EC, EE, EG, 


ES, 


FI, 


GB, GD, 




GE, 


GH. 


GM, 


HR, 


HU, 


ID, IL, 


IN, 


IS, 


JP, KE, KG, 


KP, 


KR, 


KZ, LC. 




LK, 


LR, 


LS, 


LT, 


LU, 


LV, MA. 


MD, 


MG, 


MK. MN, MV, 


MX, 


MZ, 


NA, NI, 




NO, 


NZ, 


0M. 


PG, 


PH, 


PL, PT, 


RO, 


RU, 


SC, SD, SE. 


SG, 


SK, 


SL, SY, 




TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, UA, 


UG, 


US, 


UZ, VC, VN, 


YU, 


ZA, 


ZM, ZV 


RV: 


BV, 


GH, 


GM, 


KE, 


LS, 


MV, MZ, 


NA, 


SD, 


SL, SZ, TZ. 


UG, 


ZM, 


ZW, AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, TJ, 


TM, 


AT, 


BE, BG, CH, 


CY, 


CZ, 


DE, DK, 




EE, 


ES, 


FI, 


FR, 


GB, 


GR, HU, 


IE, 


IS, 


IT, LT. LU, 


MC, 


NL, 


PL, PT, 




RO, 


SE, 


SI, 


SK, 


TR, 


BF, BJ, 


CF, 


CG, 


CI, CM, GA, 


GN, 


GQ. 


GV, ML, 




MR, 


NE, 


SN, 


TD, 


TG 
















PRIORITY APPLN. 


INFO.: 










EP 2003-28713 




A 20031212 



AB The invention relates to a method of identifying, selecting and/or 

characterizing a compound which modulates the activity of at least one Src 
family kinase. The method comprises (a) cultivating a cell or cell line 
containing at least one nucleic acid coding for a Src family kinase or a 
mutated Src family kinase under suitable conditions, (b) expressing the 
nucleic acid(s) in the cell(s), (c) contacting the cell(s) of step (b) 
with at least one tost compds., and (d) determining whether the phenotype 
of the 

cell (s) of step (c) is changed as compared with the phenotype of the 
cell(s) of step (b) . Preferably, the invention employs at least one Src 
family kinase mutation which leads to a hyperactive form of a Src family 
kinase and, moreover, exhibits a mutation which allows determination of the 
specificity and binding mode of a test compds ("double mutant type") . 
Thus, in human Src kinase, a critical lysine-298 in the ATP-binding 
consensus 

site of the tyrosine kinase domain is mutated to alanine, thereby 
abolishing ATP binding, and allowing use as a control for 
compound-node -of- action. Threonine-341 in the ATP binding site may be 
mutated to glutamine, and tyrosine-530 is mutated to phenylalanine, 
resulting in a hyperactive form of Src. Displaying the most dramatic 
phanotypic response, cell lines expressing Src-Y530F seem ideally suited 
to establish a method enabling a highly parallel and quant, readout of the 
readily observable phenotype changes and their suppression by potential 
Src inhibitory test compds. For reasons of classification of novel 
inhibitors according to their mode of action and specificity, the 
SRC-TQ/YF and SRC-KA expressing cell lines may be employed. Suppression 
of biol. responses by the chemical compds. PPl-Chr, SU6656, PP2, 
geldanamycin, 17-AAG, and radicicol provide proof-of-principle. The 
invention further relates to compds. identified by said method. 
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pharmaceutical compns. and the use of those compds. and pharmaceutical 
compns. in the treatment of diseases, which are at least in part caused by 
a Src family kinase. 
IT 330161-87-0, SU6656 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(identifying, selecting and/or characterizing compds. which modulate 
the activity of an Src family kinase) 
RN 330161-87-0 CAPLUS 

CN 1H- Indole- 5 -sul f onaraide , 2 , 3 -di hyd ro-N , N-dime thyl- 2 - oxo- 3 - [ ( 4 , 5 , 6 , 7- 
tetrahydro-lH-indol-2-yl) methylene}- (9CI) (CA INDEX NAME) 




O 



REFERENCE COUNT: 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2005:451524 CAPLUS 
142:478368 

Real time electronic cell sensing systems and 

applications for cell-based assays 

Xu, Xiao; Abbas si, Yama; Vang, Xiaobo; Gan, Jiang bo 

USA 

PCT Int. Appl., 161 pp. 

CODEN: PIXXD2 

Patent 

English 
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KIND DATE 



APPLICATION NO. 



DATE 



A2 20050526 VO 2004-US37696 20041112 
A3 20050707 

AN, AT, AU, AZ, BA, BB, BG, BR, BY, BY, BZ, CA, CH, 

CU, CZ, DZ, OX, DM, DZ, EC. EE. EG. ES. FX. GB. GD, 

HR, HU, ID, IL, IN, IS, JP. KB, KG, KP, KR, KZ, LC, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MX, MN, MV, MX, MZ, NA, NI, 



VO 20050474B2 
VO 2005047482 

AG, AL, 
CO, CR, 
GH, GM, 



NO, NZ, 



EE, 
SB, SI, 



NB. SN, TD, TG 



OM, PG, PH, 

TN, TR, TT, TZ, 

GM, KB, LS, MV, 

KG, KZ, MD, RU, 

FI, FR, GB, GR, 

SK, TR, 



PT, RO, RU, SC. SD, SB, SG, SK, SL, SY, 

UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZV 

MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZV, AM, 

TJ. TM, AT. BE, BG, CH. CY, CZ. DE, DK. 

HU, IE, IS, IT. LU. MC, NL. PL, PT, RO, 

CP, CG, CI, CM, GA, GN, GQ, GV, ML, MR, 



PRIORITY APPLN. INFO.: 



US 2003-519S67P P 20031112 
US 2004-542927P P 20040209 

US 2004-54B713F P 20040227 

The present invention includes devices, systems, and methods for assaying 
cells using cell-substrate impedance monitoring. In one aspect, the 
invention provides cell-substrate impedance monitoring devices that 
comprise electrode arrays on a nonconducting substrate, in which each of 
the arrays has an approx. uniform electrode resistance across the entire 
array. In another aspect, the invention provides cell-substrate 
monitoring systems comprising one or more cell-substrate monitoring 
devices comprising multiple wells each having an electrode array, an 
impedance analyzer, a device station that connects arrays of individual 
veils to the impedance analyzer, and software for controlling the device 
station and impedance analyzer. In another aspect, the invention provides 
cellular assays that use impedance monitoring to detect changes in cell 
behavior or state. 
330 16 1-87-0, SU6656 

RL: ANT (Analyte) ; BSD (Biological study, unclassified); AN ST (Analytical 
study); BIOL (Biological study) 

(target sre; real time electronic cell sensing systems and applications 

for cell-based assays) 
330161-87-0 CAPLUS 

1H-I ndole-S-sulf onamide, 2, 3-dihydro-N, N-dimethyl-2-oxo-3- [ (4 , 5, 6, 7- 
tetrahydro-lH-indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2005 ACS on STN 
2005:423985 CAPLUS 
143:5153 

The membrane cytoskeletal crosslinker ezrin is 
required for metastasis of breast carcinoma cells 
Elliott, Bruce E. ; Meens, Jalna A.; SenGupta, Sandip 
K. ; Louvard, Daniel; Arpin, Monique 
Division of Cancer Biology and Genetics, Cancer 
Research Institute, Queen's University, Kingston, ON, 
Can. 

Breast Cancer Research (2005), 7(3), R365-R373 
CODEN: BRCRFS; ISSN: 1465-54 2X 
URL: http: //breast-cancer- 
research, com/ content/pdf/bcr 1006.pdf 
BioMed Central Ltd. 
Journal; (online computer file) 
English 

Introduction: The membrane cytoskeletal crosslinker ezrin participates in 
several functions including cell adhesion, motility and cell survival, and 
there is increasing evidence that it regulates tumor progression. 
However, the role played by ezrin in breast cancer metastasis has not been 
clearly delineated. Methods: Ve examined the role of ezrin in metastasis 
using a highly metastatic murine mammary carcinoma cell line, namely 
AC2M2. Stable cell clones that overexpress wild-type ezrin or a 
dominant-neg. amino- terminal domain of ezrin were selected. They were 
then tested for cell motility and invasion in vitro, and metastasis in a 
mouse in vivo tumor transplantation model. Results: Parental AC2M2 cells 
and cells overexpressing wild-type ezrin were transplanted into the 
mammary fat pad of syngeneic recipient mice; these animals subsequently 
developed lung metastases. In contrast, expression of the dominant-neg. 
ami no- terminal ezrin domain markedly inhibited lung metastasis. 
Consistent with this effect, we observed that the expression of 
ami no- terminal ezrin caused strong membrane localization of cadherin, with 
increased cell-cell contact and a decrease in cell motility and invasion, 
whereas cells expressing wild-type ezrin exhibited strong cytoplasmic 
expression of cadherins and pseudopodia extensions. In addition, inhibitors 
of phosphatidylinositol 3-kinase and c-Src significantly blocked cell 
motility and invasion of AC2M2 cells expressing wild-type ezrin. Ve 
further found that overexpression of ami no- terminal ezrin reduced levels 
of Akt pS473 and cytoskeletal-associated c-Src pY418 in AC2M2 cells, which 
contrasts with the high levels of phosphorylation of these proteins in 
cells expressing wild-type ezrin. Phosphorylated Erkl/2 was also reduced 
in ami no- terminal ezrin expressing cells, although a mi tog en-activated 
protein kinase kinase (HEX) inhibitor had no detectable effect on cell 
motility or invasion in this system. Conclusion: Our findings indicate 
that ezrin is required for breast cancer metastasis, and that c-Src and 
phosphatidylinositol 3-kinase/Akt are effectors of ezrin in the cell 
motility and invasion stages of the metastatic process. Together, these 
results suggest that blocking ezrin function may represent a novel and 
effective strategy for preventing breast cancer metastasis. 
330161-87-0, SU6656 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(c-Src was required for ezrin-mediated cell motility and invasion of 
metastatic murine breast carcinoma AC2M2 cell line evident by 
attenuation of cell motility by c-Src inhibitor SU6656) 

330161-87-0 CAPLUS 

lH-Indole-5-sulfonamide, 2, 3-dihydro-N, N-diraethyl-2-oxo-3- [(4,5, 6, 7- 
tetrahydro-lH-indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 
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Inhibition of neuronal apoptosis by the 
cyclin-dependent kinase inhibitor GV8510: 
Identification of 3" substituted indolones as a 
scaffold for the development of neuroprotective drugs 
Johnson, Kyle* Uu, Li; Majdzadeh, Nazanin; Chavez, 
Cindy; Chin, Paul C. ; Morrison, Brad; Vang, Lulu; 
Park, Jane; Chugh, Priti; Chen, Hsin-Mei; D'Mello, 
Santosh R. 

Department of Molecular and Cell Biology, University 
of Texas at Dallas, Richardson, TX, USA 
Journal of Neurocheoistry (2005), 93(3), 538-548 
CO DEN : JONRA9; ISSN: 0022-3042 
Blackwell Publishing Ltd. 
Journal 
English 

Increasing evidence suggests that neuronal apoptosis is triggered by the 
inappropriate activation of cyclin-dependent kinases leading to an 
abortive re-entry of neurons into the cell cycle. Pharmacol, inhibitors 
of cell-cycle progression may therefore have value in the treatment of 
neurodegenerative diseases in humans. GV8510 is a 3' substituted indolone 
that was developed recently as an inhibitor of cyclin-dependent kinase 2 
(CDK2) . We found that GW8510 inhibits the death of cerebellar granule 
neurons caused by switching them from high potassium (HK) medium to low 
potassium (LK) medium. Although GV8510 inhibits CDK2 and other CDKs when 
tested in in vitro biochem. assays, when used on cultured neurons it only 
inhibits CDKS, a cytoplasmic COK that is not associated with cell-cycle 
progression. Treatment of cultured HEK293T cells with GV8510 does not 
inhibit cell-cycle progression, consistent with its inability to inhibit 
mitotic CDKs in intact cells. Neuroprotection by GV8510 is independent of 
Akt and MEK-ERK signaling. Furthermore, GV8510 does not block the 
LK- induced activation of Gsk3& and, while inhibiting c-jun 

phosphorylation, does not inhibit the increase in c-jun expression observed 
in apoptotic neurons. Ve also examined the effectiveness of other 3' 
substituted indolone compds. to protect against neuronal apoptosis. Ve 
found that like GV8510, the VEGF Receptor 2 Kinase Inhibitors 
[3- (lH-pyrrol-2-ylmethylene) -1, 3-dihydroindol-2-one) , (2) -3-2, 4-Dimethyl-3- 
(ethoxycarbonyl) py rrol-5-ylmethylidenylindol-2-one and 
[ (Z) -5-Bromo-3- (4, 5,6, 7- tetrahydro-lH-indol-2-ylmethylene) -1, 3- 
dihydroindol-2-oneJ , the Src family kinase inhibitor SU6656 and a com. 
available inactive structural analog of an RNA-dependent protein kinase 
inhibitor 5-Chloro-3- (3, 5-dichloro-4-hydroxybenzylidene) -1, 3-dihydro-indol- 
2-one, are all neuroprotective when tested on LK- treated neurons. Along 
with our recent identification of the c-Raf inhibitor GV5074 (also a 3' 
substituted indolone) as a neuroprotective compound, our findings identify 
the 3' substituted indolone as a core structure for the designing of 
neuroprotective drugs that may be used to treat neurodegenerative diseases 
in humans. 

IT 288144-20-7 330161-87-0, SU6656 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(action of CDKs inhibitor GV8510 and other 3* substituted indolone 
compds. in protection protect against neuronal apoptosis) 

RN 288144-20-7 CAPLUS 

CN 2H-Indol-2-one, 5-bromo-l. 3-dihydro-3- [ (4, 5, 6, 7-tetrahydro-lH-indol-2- 
yl) methylene]-, (32)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 330161-87-0 CAPLUS 

CN 1H- Indole- 5- sulfonamide. 2, 3-dihydro-N,N-dimethyl-2-oxo-3-U4, 5, 6. 7- 
tetrahydro-lH-indol-2-yl) methylene}- (9CI) (CA INDEX NAME) 
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Therapeutics 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB C-Src potentiates proliferation, survival, and invasiveness in response to 
epidermal growth factor (EGF) in human mammary carcinoma cells. Tyrosine 
(Tyr) 845 of ErbBl is phosphorylated by Src and has been implicated in 
control of malignant behavior. Although several lines of evidence also 
suggest important interactions of ErbB and Src family kinase signaling in 
normal epithelial cells, little is known about the mechanism of this 
interaction. Studying normal human keratinocytes (NHKs), hare we 
demonstrate strong expression of the Src family kinases Src, Yes, and Fyn; 
Src family kinase-dependent stimulation of Tyr 84 5 by EGFi and potent 
inhibition of NHK proliferation and migration by two Src family kinase 
inhibitors PP1 and PD173952. EGF-stimulated extracellular 
signal- regulated kinase (ERK) phosphorylation occurred at much lower 
concns. of EGF than required to phosphorylate Tyr 845. Moreover, the 
effect of Src family kinase inhibitors on EGF-stimulated ERK 
phosphorylation was transient, prompting a search for other targets of Src 
family kinase action. By ELISA anal., we found that three different Src 
family kinase inhibitors (6- (2,6-dichlorophenyl) -8-methyl-2- (4-morpholin-4- 
ylphenylamlno) -BH-pyrido{2, 3-d] pyrimidin-7-one (PD173952) , 

4- aralno-5- (4-methylphenyl) -7- (t-butyl) pyrazolo[3, 4-D] pyrimidine (PP1) , and 
2-OXO-3- (4,5,6, 7-tetrahydro-lH-indol-2-ylmethylene) -2, 3-dihydro-lH-indole- 

5- sulfonic acid dimethylamide (SU6656)} markedly inhibited elaboration of 
soluble amphiregulin by NHKs. The ErbB inhibitor PD158780 and the 

mi tog en-activated protein kinase kinase inhibitor U0126 also markedly 
inhibited NHK proliferation, migration, and amphiregulin production 
Together, 

these observations demonstrate that one or more Src family kinases act 

upstream as well as downstream of ErbBl to promote amphi regulin-dependent 

autocrine stimulation of NHKs and suggest that autocrine NHK proliferation 

is more dependent upon ERK activation than upon Tyr 845 phosphorylation. 
IT 330181-87-0, SU6656 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 

(Therapeutic use); BIOL (Biological study); USES (Uses) 

(Src family kinase inhibitors block amphi regulin-mediated autocrine 
ErbB signaling in normal human keratinocytes) 
RN 330161-87-0 CAPLUS 

CN lH-Indole-5-sulfonamide, 2, 3-dihydro-N,N-diraethyl-2-oxo-3- [(4,5, 6, 7- 
tetrahydro-lH-indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 
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Computational Chemistry Lab, Department of Chemistry* 
Nizam College, Osmania University, Hyderabad, 500 001, 
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Journal of Teaching and Research in Chemistry (2004), 
11(2), 20-24 
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Dr. R. C. Samanta Roy Institute of Science i 
Technology 
Journal 
English 

A series of substituted 3- [3- (aminopropyl) -4, 5,6, 7-tetrahydro-l-H-indole-2- 
ylmethylenej-l, 3-dihydro-2-ones as potent inhibitors of the non- receptor 
tyrosine kinase Src vas quant, analyzed in terms of physicochea. 
paraaeters by regression anal. The predictive potential of the model vas 
discussed on the basis of Lipophilic}. ty parameter, QlogP and the steric 
parameter, MR as the descriptor variable. Sulfone moiety vas found to be 
essential for potency tovards Src inhibition. 

IT 852159-05-8 852159-06-9 852159-07-0 
852159-08-1 852159-09-2 852159-10-5 
852159-11-6 852159-12-7 852159-13-8 
852139-14-9 852159-15-0 852159-16-1 
852159-17-2 852159-18-3 

RL: PAC (Pharmacological activity)! PRP (Properties) t THU (Therapeutic 

use); BIOL (Biological study) i USES (Uses) 

(Q5 AH based on lipophilicity parameter, QlogP, steric parameter and MR 
shoved that amino Pr tertahydro indole based indolinone derivative 

sulfone 

moiety to be essential for potency tovards Src inhibition) 
RN 852159-0S-B CAPLUS 

CN IH-Indole-S-sulfonamide, 3- [ [3- (4- (dimethylamino) butyl] -4, 5,6,7-tetrehydro- 
lH-indol-2-ylJ methylene] -2, 3-dihydro-N-methyl-2-oxo- (9CI) (CA INDEX 
NAME) 




~£0 



Me 2 N-(CH 2 )4 



RN 852159-06-9 CAPLUS 

CN lH-Indole-S-sulf onamide, 3- [ (3- (4- (dimethylamino) butyl] -4,5,6, 7-tetrahydro- 
lH-indol-2-yl] methylene] -2, 3-di hydro- 2-oxo- (9CI) (CA INDEX NAME) 




RN 852159-07-0 CAPLUS 

CN lH-Indole- 5- sulfonamide, 3-( [3-[4- (dimethylamino) butyl] -4, 5, 6, 7-tetrahydro- 
lH-indol-2-yl] methylene] -2. 3-dihydro-N- (1-raethylethyl) -2-ozo- (9CI ) (CA 
INDEX NAME) 



~P0 



0 Me 2 N-(CH 2 ) 4 
RN 852159-08-1 CAPLUS 

CN 1H- I ndole-S-sulf onamide, 3- [ [3- {4- (dimethylamino) butyl) -4,5, 6, 7-tetrahydro- 
lH-indol-2-yl] methylene) -2, 3-dihydro-N. N-dimethyl-2-oxo- (9CI) (CA INDEX 
NAME) 




-co 



Me 2 N- (CH 2 ) 4 



RN 852159-09-2 CAPLUS 

CN 2H-Indol-2-one, 3- [ (3- [4- (dimethylamino) butyl] -4,5, 6, 7-tetrahydro-lH-indol- 
2-yl) methylene] -1, 3-di hydro- 5- (me thylsulf onyl) - (9CI) (CA INDEX NAME) 



RN 852159-10-5 CAPLUS 

CN 2H-I ndol-2-one, 3- [ (3- [4- (dimethylamino) butyl] -4 , 5, 6, 7- tetrahydro- lH-indol- 
2-yl] methylene] -5- (ethylsulf onyl) -1,3-dihydro- (9CI) (CA INDEX NAME) 
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RN 852159-11-6 CAPLUS 

CN 2H-Indol-2-one, 3- { [3- [4- (dimethylamino) butyl] -4, 5,6, 7-tetrahydro- lH-indol- 
2-yl]methylene]-l,3-dihydro-5-[(l-methylethyl)sulfonyl]- (9CI) (CA INDEX 
NAME) 




0 Me 2 N-(CH 2 )4 



RN 852159-12-7 CAPLUS 

CN 2H-Indol-2-one, 3-[ [3- [4- (dimethylamino) butyl] -4, 5, 6, 7-tetrahydro- lH-indol- 
2-yl] methylene] -1,3-dihydro- 5- [ (methylsulf onyl) methyl]- (9CI) (CA INDEX 
NAME) 




O Me 2 N-(CH 2 ) 4 



RN 852159-13-8 CAPLUS 

CN 2H-I ndol-2-one, 3- [ [3- ( 4- (dimethylamino) butyl] -4 , 5, 6, 7-tetrahydro- lH-indol- 
2-yl] methylene] -1,3-dihydro- (9CI) (CA INDEX NAME) 




(CH 2 M-NMe 2 



RN 852159-14-9 CAPLUS 

CN lH-Indole-5-carboxylic acid, 3-[ (3-(4- (dimethylamino) butyl] -4, 5,6,7- 

tetrahydro-lH-indol-2-yl] methylene] -2, 3-di hydro- 2-oxo- (9CI) (CA INDEX 
NAME) 
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Me 2 N- (CH 2 ) 4 



RN 852159-15-0 CAPLUS 

CN 1H- Indole- 5 -carboxamide, 3- [ [3- [4- (dimethylamino) butyl] -4,5,6, 7-tetrahydro- 
lH-indol-2-yl] methylene) -2, 3-dihydro-N -methyl- 2-oxo- (9CI) (CA INDEX 
NAME) 




0 Me 2 N- (CH 2 ) 4 



RN 852159-16-1 CAPLUS 

CN 2H-Indol-2-one, 3-{ [3-(4- (dimethylamino) butyl) -4, 5, 6, 7-tetrahydro- lH-indol- 
2-yl)methylene)-l,3-dihydro-5-phenyl- (9CI) (CA INDEX NAME) 




Me 2 N- (CH 2 ) 4 



RN 852159-17-2 CAPLUS 

CN 2H-Indol-2-one. 3- [ [3- [4- (dimethylamino) butyl] -4,5. 6. 7-tetrahydro- lH-indol- 
2-yl] methylene] -5- fluoro- 1,3-dihydro- (9CI) (CA INDEX NAME) 




Me 2 N— (CH 2 )4 



RN 852159-18-3 CAPLUS 

CN 2H-Indol-2-one. 3- [ [3- [4- (diraethylamino)butyl] -4, 5, 6, 7-tetrahydro-lH-indol- 
2-yl] methylene] -1, 3-dihydro-5-raethoxy- (9CI) (CA INDEX NAME) 
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US 2000-617529 Bl 20000713 

OTHER SOURCE(S): MARPAT 142:148787 

AB The present invention relates to methods for treating diseases and 

disorders related to unregulated angiogenesis and/or vasculogenesis. More 
specifically, this invention relates to methods for treating diseases and 
disorders, such as rheumatoid arthritis, endometriosis, ocular 
neovascularization, solid tumor growth and metastases, and excessive 
scarring during vound healing, with indolinone compds. The indolinones 
inhibit growth factor- stimulated cell proliferation. 

IT 243036-28-SP 24503S-29-7P 

RL: PAC (Pharmacological activity)! SPN (Synthetic preparation); THU 
(Therapeutic use) i BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(methods for treating diseases and disorders related to unregulated 
angiogenesis and/or vasculogenesis using indolinones that inhibit 
growth factor-stimulated cell proliferation) 
RN 245036-28-6 CAPLUS 

CN lH-Indole-3-propanamide, 2- [ (1, 2-dihydro-2-oxo-3H-indol-3-ylidene) methyl} - 
4,5,6,7-tetrahydro-N-[2-(4-raorpholinyl) ethyl]- (9CI) (CA INDEX NAME) 




RN 24S036-29-7 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ (1, 2-dihydro-2-oxo-3H-indol-3- 
ylidene)methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



CH2-CH2-C02H 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to a preparation of sulfonamide substituted 
indolinones 

of formula I [wherein: Rl and R2 are independently selected from H, 
(un) substituted Ph, thiazolyl, or alkyl, etc.; R3, R4, and R5 are 
independently selected from H or alkyl], useful as inhibitors of DNA 
dependent protein kinase (DNA-PK) . The invention relates to the field of 
radiosensltizing agents which are capable of enhancing radiotherapy by 
inhibiting DNA-PK (DNA-protein kinase) . For instance, sulfonamide 
substituted indolinone II was prepared via condensation of pyrrole 
derivative 

III and indole derivative IV. The prepared indolinone derivative V was 
found to 

inhibit DNA-PK (IC50 - 1.6 MM) . 
IT 666235-6 1-6P 775321-71-6P 775321-76-1P 

775321-67-49 775321-86-59 775321-S9-6P 

775321- 90-9P 775322-02-6P 775322-03-7P 

775322- 04-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of sulfonamide substituted indolinones useful as inhibitors 



of 



DNA dependent protein kinase (DNA-PK) ) 
666235-61-6 CAPLUS 

lH-Indole-5-sulfonamide, 3- [ ( 3- ( 3- (dime thylami no) propyl] -4, 5,6, 7- 
tetrahydro-lH-indol-2-yl] methylene] -2, 3-dihydro-N-raethyl-2-oxo- (9CI) 
INDEX NAME) 
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O Me2N-(CH 2 )3 
RN 775321-71-6 CAPLUS 

CN lH-Indole, 1- I { <3Z) -3- [ [3-(3- (dimethyl ami no) propyl J -4, 5. 6, 7-tetrahydro-6. 6- 
damethyl-lH-indol-2-yl)methylene]-2,3-dihydro-2-oxo-lH-indol-5- 
yl]sulfonyl)-2.3-dihydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



earn 




RN 775321-76-1 CAPLUS 

CN 1H-I ndole, 1- [ [ (32) -3- [ [3- [3- (diethylamino) propyl] -4 , 5, 6, 7- tetrahydro-6. 6- 
diraethyl-lH-indol-2-yl] methylene) -2, 3-di hydro-2-oxo- lH-indol-S- 
ylJsulfonyl]-2,3-dihydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 
CN 



//w 



775321-87-4 CAPLUS 

lH-Indole, l-{ [ (32) -2, 3-dihydro-2-oxo-3- [[4,5, 6, 7-tetrahydro-3-[3- (1- 
pyrrolidinyl) propyl) -lH-indol-2-yl] methylene) -lH-indol-5-yl] sulf onyl) -2, 3- 
di hydro- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




-o 



RN 
CN 



775321-88-5 CAPLUS 

lH-Indole, 1- [ [ (32) -2, 3-dihydro-2-oxo-3- ( [4,5, 6, 7-tetrahydro-3-[3- (4- 
me thyl- 1 -pi perazinyl) propyl] -lH-indol-2-yl] methylene) -lH-indol-S- 
yl] sulf onyl] -2, 3-dihydro- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




RN 775321-89-6 CAPLUS 

CN lH-Indole, l-[ [ (3Z) -2, 3-di hydro- 2-oxo-3-[ [4,5,6, 7-tetrahydro-3- [3- (4- 

morpholinyl) propyl] -lH-indol-2-yl] methylene] -lH-indol-S-yl] sulf onyl] -2,3- 
di hydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 775321-90-9 CAPLUS 

CN 1H-I ndole, l-[ [ (32) -2, 3-dihydro-2-oxo-3- [ [4, 5, 6, 7- tetrahydro-6, 6-dimethyl- 
3- [3- (4-morpholinyl) propylj -lH-indol-2-yl] methylene] -lH-indol-S- 
yl] sulf onyl) -2, 3-di hydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 775322-02-6 CAPLUS 

CN lH-Indole, 5-bromo-l- [ [ (32) -2, 3-dihydro-2-oxo-3- [ {4, 5,6, 7-tetrahydro-3-[3- 
( 4-morpholinyl) propyl] -lH-indol-2-yl] methylene] -lH-indol-S-yl] sulf onyl] - 
2. 3-di hydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 775322-03-7 CAPLUS 

CN Isoquinoline, 2- ( [ (32) -2, 3-dihydro-2-oxo-3- [ [4, 5, 6, 7-tatrahydro-3- [3- (4 
raorpholinyl) propyl] -lH-indol-2-yl] methylene] -lH-indol-5-yl] sulf onyl] - 
1,2,3,4-tetrahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 775322-04-8 CAPLUS 

CN Quinoline, 1- [ [ (3Z) -2, 3-dihydro-2-oxo-3-{ (4, 5, 6, 7-tetrahydro-3- [3- (4- 
morpholinyl) propyl] -lH-indol-2-yl] methylene] -lH-indol-5-yl) sulfonyl] - 
1,2,3,4-tetrahydro- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 
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2004:B57170 CAPLUS 
141:350032 

Preparation of 5 -sulfonamide- substituted indolinone 

compounds as protein kinase inhibitors 

Tang, Peng Choi Liang, Congxini Miller, Todd; Lipson, 

Kenneth E. 

Sugen Inc., USA 

U.S. Pat. Appl. Publ.. 59 pp. 
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English 
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IT 773321-71-6P 773321-75-1P 775321-B7-4P 

775321- B8-3P 775321-B9-6P 775321-90-9P 

775322- 02-6P 77S322-03-7P 77 S3 2 2-0 4 -GP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 5-sulf onamido- substituted indolinone cospds. as protein 
kinase inhibitors) 
RN 775321-71-6 CAPLUS 

CN lH-Indole, l-( [ (3Z) -3- [ (3-(3- (dime thy lamino) propyl] -4,5, 6, 7-tetrahydro-6, 6- 
dime thy l-lfl-indol-2-yl] methylene] -2, 3-dihydro- 2-oxo- lH-indol-5- 
yl] sulf onyl) -2, 3-dihydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



US 2004204407 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S): 
GI 



MARPAT 141:350032 



US 2004-793952 
US 2003-4 52552P 



20040308 
20030307 



earn 





O 0 



RN 775321-76-1 CAPLUS 

CN 1H- Indole, 1- [ [ (3Z) -3- [ 13- [3- (diethylamino) propyl] -4,5, 6, 7-tetrahydro-6, 6- 
dimethyl-lH-indol-2-yl] methylene] -2, 3-dihydro-2-oxo-lH-indol-5- 
yl] sulf onyl] -2, 3-dihydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




The title compds. [I; Rl and R2 combine to form (un) substituted optionally 
fused heterocyclic ring; R3-R5 - H, alkyl, hydroxyalkyl, etc.; or R3 and 
R4 may combine to form a cyclic 6-membered alicyclic ring which may be 
substituted with one or more lower alkyl] that modulate the activity of 
protein kinases ("PKs") and are therefore useful in treating disorders 
related to abnormal PK activity (no biol. data), were prepared General 
method of synthesis of the compds. I by condensation of oxindoles and 
aldehydes (preparation of intermediates is given) is described. Eighty-two 
compds. I (e.g., II) were prepared Pharmaceutical compns. comprising the 
compds. I, methods of treating diseases utilizing pharmaceutical compns. 
comprising these compds. and methods of preparing them are also disclosed. 



RN 775321-07-4 CAPLUS 

CN lH-Indole, l-(( (3Z)-2,3-dihydro-2-oxo-3-[[4,5,6,7-tetrahydro-3-[3-(l- 

pyrrolidinyl) propyl] -lH-indol-2-yl] methylene} -lH-indol-5-yl] sulfonyl] -2, 3- 
di hydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 775321-88-5 CAPLUS 

CN lH-Indole, 1- [ [ (3Z) -2, 3-dihydro-2-oxo-3-[ [4, 5, 6, 7-tetrahydro-3- [3- (4- 
methyl-l-piperazinyl) propyl] -lH-indol-2-yl] methylene] -lH-indol-5- 
yl] sulfonyl) -2, 3-dihydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 775321-89-6 CAPLUS 

CN lH-Indole, 1- [ [ (3Z) -2, 3-dihydro-2-oxo-3-[ [4, 5, 6, 7-tetrahydro-3-[3- (4- 

raorpholinyl) propyl] -lH-indol-2-yl] methylene] -lH-indol-S-yl] sulfonyl] -2,3- 
dihydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 775321-90-9 CAPLUS 

CN lH-Indole, l-([(3Z)-2.3-dihydro-2-oxo-3-[[4,5,6,7-tetrahydro-6,6-dimethyl- 
3- [3- (4-raorpholinyl) propyl] -lH-indol-2-yl] methylene] -lH-indol-5- 
yl] sulfonyl] -2, 3-dihydro- (9CI) (CA INDEX NAME) 
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RN 775322-02-6 CAPLUS 

CN IH-Indole, 5-bromo-l- ( [ (3Z) -2, 3-dihydro-2-oxo-3- ((4,5,6, 7-tetrahydro-3- (3- 
(4-morpholinyl) propyl] -lH-indol-2-yl] methylene] -lH-indol-5-yl] sulfonyl] - 
2, 3-dihydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 775322-03-7 CAPLUS 

CN Isoquinoline, 2- [ ( (3Z) -2, 3 -di hydro- 2-oxo-3- [(4,5,6, 7-tetrahydro-3- (3- (4 
raorpholinyl) propyl] -lH-indol-2-yl] methylene] -lH-indol-5-yl] sulfonyl] - 
1.2.3,4-tetrahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 775322-04-8 CAPLUS 

CN Quinoline, i-( [ (32) -2, 3-dihydro-2-oxo-3-[ [4, 5. 6, 7-tetrahydro-3- [3- (4- 
morpholinyl) propyl] -lH-indol-2-yl] methylene] -lH-indol-5-yl] sulfonyl] - 
1,2,3,4-tetrahydro- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 



Double bond geometry as shown. 
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CAPLUS COPYRIGHT 2005 ACS on STN 
2004:419904 CAPLUS 
142:70669 

Characterization of a Conserved Structural Determinant 
Controlling Protein Kinase Sensitivity to Selective 
Inhibitors 

Blencke, Stephanie; Zech, Birgit; Engkvist, Olai 
Greff, Zoltant Orfi, Laszlo; Horvath, 2oltani Keri, 
Gyoergy; Ullrich, Axel; Daub, Henrik 
Axxima Phanaaceuticals AG, Kunchen, 81377, Geraany 
Chemistry & Biology (2004), 11(5), 691-701 
CODEN: CBOLE2; ISSN: 1074-5521 
Cell Press 
Journal 
English 

Some protein kinases are known to acquire resistance to selective small 
mol. inhibitors upon mutation of a conserved threonine at the ATP binding 
site to a larger residue. Here, we perforated a comprehensive mutational 
anal, of this structural element and determined the cellular sensitivities 

several disease- relevant tyrosine kinases against various inhibitors. 
Mutant kinases possessing a larger side chain at the critical site showed 
resistance to most compds. tested, such as Z01839, PP1, AG1296, STI571, 
and a pyrido[2, 3-d] pyrimi dine inhibitor. In contrast, indolinones 
affected both vi Id- type and mutant kinases with similar potencies. 
Resistant mutants were established for Pharmacol, anal, of BPDGF 
receptor-mediated signaling and allowed the generation of a drug -inducible 
system of cellular Src kinase activity. Our data establish a conserved 
structural determinant of protein kinase sensitivity relevant for both 
signal transduction research and drug development. 
330161-87-0, SU6656 

RL: BSU (Biological study, unclassified) i BIOL (Biological study) 

(characterization of a conserved structural determinant controlling 
protein kinase inhibitor sensitivity) 

330161-87-0 CAPLUS 

lH-Indole-5-sulfonamide, 2, 3-dihydro-N.N-dimethyl-2-oxo-3- [ (4, 5, 6,7- 
tetrahydro-lH-indol-2-yl) methylene]- (9C1) (CA INDEX NAME) 



REFERENCE COUNT: 



THERE ARE 4 2 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Three hybrid assay system for isolating ligand-binding 
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USA 

U.S. Pat. Appl. Publ., 238 pp., Cont. -in-part of U.S. 
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PATENT NO. 



KIND DATE 



US 2004043388 
US 2003165873 
US 2004266854 
PRIORITY APPLN. INFO. : 



AB 



Al 
Al 
Al 



20040304 
20030904 
20041230 



APPLICATION NO. 




DATE 


US 


2002-234985 




20020903 


US 


2002-91177 




20020304 


US 


2004-820453 




20040407 


US 


2001-272932P 


P 


20010302 


US 


2001-278233P 


P 


20010323 


US 


2001-329437P 


P 


20011015 


us 


2002-91177 


A2 


20020304 


us 


2001-336962P 


P 


20011203 


vo 


2002-US6677 


A2 


20020304 


us 


2002-234985 


A2 


20020903 


vo 


2002-US33052 


A2 


20021015 


us 


2003-460921P 


P 


20030407 


us 


2003-531872P 


P 


20031223 



The invention provides compns. and methods for isolating ligand-binding 
polypeptides for a user-specified ligand, and for isolating small mol. 
ligands for a user-specified target polypeptide using an improved class of 
hybrid ligand compds. Preparation of compds., e.g a methotrexate moiety 
linked 

by a polyethylene gycol moiety to dexamethasone, is described. 
IT 245038-16-2D, conjugates 258830-31-2D, conjugates 

RL: BUU (Biological use, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(three hybrid assay system for isolating ligand-binding polypeptides 
and for isolating small mol. ligands) 
RN 245036-16-2 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-[ (1, 2-dihydro-2-oxo-6-phenyl-3H-indol-3- 
ylidene)methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



HO2C— CH2~ CH2 



-co 



RN 258830-51-2 CAPLUS 

CN 2H-Indol-2-one, 3- [ {3- [3- (dimethylamino) propyl) -lH-indol-2-yl] methylene] - 
l,3-dihydro-4-(2-hydroxyethyl)- (9CI) (CA INDEX NAME) 
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SOURCE: PCT Int. Appl., 53 pp. 
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DOCUMENT TYPE: Patent 
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PATENT 
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KIND 


DATE 






APPLICATION NO. 




DATE 


VO 2004016619 




Al 




20040226 




VO 2003- 


EP50379 




20030814 


V: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, BY, 


BZ, 


CA, CH, CN, 




CO, 


CR, 


CU, 


CZ, 


DE, 


OK, 


DM, 


DZ, 


EC, 


EE, 


ES. FI, 


GB, 


GD, GB, GH, 




GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP. 


KE, 


KG, 


KP, KR, 


KZ. 
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LV, 
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MG, 


MK, 


MN, 


MV, 


MX, MZ, 


NI. 


NO, NZ. OM, 




PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SB, 


SG, 


SK, SL, 


SY, 


TJ, TM, TN, 




TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz, 


VC, 


VN, 


YU, 


ZA, ZM, 


zw 




RV: 


GH, 


GM, 


KE, 


LS, 


MV, 


MZ, 


so, 


SL, 


SZ, 


TZ, 


UG, ZM, 


zv. 


AH, AZ, BY, 




KG, 


K2, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, CZ, 


DE, 


DK, EE, ES, 




PI. 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, RO, 


SE, 


SI, SK, TR, 




BP, 


BJ, 


CP, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, MR. 


NE, 


SN, TD, TG 


CA 2493940 






AA 




20040226 




CA 2003- 


2493940 




20030814 


BR 2003005771 




A 




20041005 




BR 2003- 


5771 




20030814 


EP 1546153 






Al 




20050629 




EP 2003- 


7B781B 




20030814 


R: 


AT, 


BE, 


CH, 


DE, 


OK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO. 


MK, 


CY, 


AL, 


TR, 


BG, CZ, 


EE, 


HU, SK 
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VO 2003-EP50379 V 20030B14 

OTHER SOURCE (S) : MARPAT 140:210820 

GI 



R3 
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AB The present invention concerns the compds. having the formula (I) 

N-oxides, salts, stereoisomer^ forms, raeeaic raixts.. prodrugs, esters, 
and metabolites thereof [wherein Rl. R8 - H, Cl-6 alkyl. C2-6 alkenyl. 
C3-7 cycloalkyl, aryl, Hetl, Hetl-Cl-6 alkyl, etc.; or Rl - 
(un) substituted H2N-CH2CH; t is 0, 1 or 2; R2 - H, Cl-6 alkyl; L - CO, 
O-CO, NR8CO. O-Cl-6 al)canediyl-CO, NRfl-Cl-6alkanediyl-CO, S02, 0-S02, 
NR8-502; R3 - (un) substituted Cl-6 alkyl, aryl, C3-7 cycloalkyl, C3-7 
cycloalkyl-Cl-4 alkyl, aryl -CI -4 alkyl; R4 - H, Cl-4 alkyl-O-CO, carboxyl, 
CONH2, mono- or di<Cl- 4 alkyl) carbamoyl, C3-7 cycloalkyl. C2-6 alkenyl, 
C2-6 alkynyl; R6 - H, (un) substituted Cl-6 alkyl; Hetl is a 5 to 10 ring 
membered mono- or bicyclic heterocycle containing il heteroatoms 
selected from N, O, and SJ . It further relates to their use as broad 
spectrum HIV protease inhibitors, pharmaceutical compns., and a method for 
treating or combating infection or disease associated vith multi-drug 
resistant retrovirus infection in a mammal. It also may concern 
combinations thereof with another anti-retroviral agent, and to their use 
in assays as reference compds. or as reagents. These compds. I exhibited 
potent anti-HIV activity against a wild type laboratory HIV strain (HIV-1 

strain 

L-AI), e.g. sec50 of 8.5 for the compound (II), and also were effective in 
inhibiting a broad range of mutant strains which show various degrees of 
phenotypic cross- resistance to the currently com. available drugs such as 
for instance saquinavir, ritonavir, nelfinavir, indinavir and amprenavir. 

IT 664344-08-5 664344-28-9 

RL: PAC (Pharmacological activity)! THU (Therapeutic use); BIOL 
(Biological study) i USES (Uses) 

(substituted oxindole sulfonamide derivs. for use as broad spectrum HIV 
protease inhibitors) 

RN 664344-0B-5 CAPLUS 

CN Carbamic acid, [ (IS, 2R) -3- [ [ (2, 3-dihydro-3- (lH-indol-2-ylmethylene) -2-oxo- 
lH-indol-5-ylj sulfonylj (2-methylpropyl) amino) -2-hydroxy-l- 
(phenylmethyl) propyl] -, (3R, 3aS, 6aR) -hexahydrof uro[2, 3-b] furan-3-yl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



PAGE 1-A 
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PAGE 1-B 



-to 



RN 664344-28-9 CAPLUS 

CN Carbamic acid, {3- [ [ {2, 3-dihydro-3- (lH-indol-2-ylraethylene) -2-oxo-lH-indol- 
5-yl] sulf onyl] (2-methylpropyl) amino] -2-hydroxy-l- (phenylraethyl) propyl] 
hexahydrofuro[2,3-b]furan-3-yl ester (9CI) (CA INDEX NAME) 



r 



OH i-Bu O ^-^fT^O 
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140:217468 

Design and synthesis of aminopropyl 
tetrahydroindole -based indolin-2-ones as selective a 
potent inhibitors of Src and Yes tyrosine kinase 
Guan, Huiping; Laird, A. Douglas; Blake, Robert A.; 
Tang, Cho; Liang, Chris 

Department of Chemistry, SUGEN, Inc., South San 
Francisco, CA, 94090, USA 

Bioorganic « Medicinal Chemistry Letters (2004), 
14(1), 197-190 

CODEN: BMCLE9; ISSN: 0960-994X 
Elsevier Science B.V. 
Journal 
English 



Me2N— S02. 




^0 



AB A novel series of substituted 3- [3- (aminopropyl) -4,5,6, 7-tetrahydro-lH- 

indol-2-ylmethylene]-l,3-dihydro-indole-2-ones, e.g., I, was discovered as 
potent inhibitors of the non- receptor tyrosine kinase Src and Yes. A 
structure- activity relationship was developed in order to optimize their 
potency and selectivity. Syntheses of these compds. are also described 
herein. 

IT 203991-89-39 258830-49-8? 258830-99-8? 
THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 666235-61-6? 666235-62-79 666235-63-89 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 666235-64-9? 666235-65-09 666235-66-1? 

666235-67-2? 666235-68-3? 666235-69-49 

666235-70-79 666235-71-0? 666235-72-9? 

666235-73-0? 666235-74-1? 666235-75-2? 

666235-76-3? 666235-78-5? 666235-79-6? 

666235-80-9? 666235-81-0? 666235-82-1? 

666235-83-2? 666235-84-3? 666235-85-4? 

666235-86-5? 666235-87-6? 666235-88-7? 

666235-89-09 666235-90-19 666235-91-2? 

666235-92-3? 666235-93-49 666235-94-5? 

666235-95-6? 666235-96-7? 666235-97-8? 

666235- 98-9? 666235-99-0? 666236-00-6? 

666236- 01-7? 666236-02-0? 666236-03-9? 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation) 

(preparation, Src and Yes tyrosine kinase inhibitory activity, and 
structure- activity relationship of aminopropyl tetrahydroindole-based 
indoli nones) 
RN 203991-89-3 CAPLUS 

CN lH-Indole-5-sulfonamide, 2, 3-dihydro-N-methyl-2-oxo-3-[ (4. 5, 6, 7-tetrahydro- 
lH-indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 
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o 



RN 258830-49-8 CAPLUS 

CN lH-Indole-5-aulfonamide, 3-[ [3- [3- (din»thylamino) propyl) -lH-indol-2- 
yl) methylene] -2. 3-dihydro-N-methyl-2-oxo- (9CI) (CA INDEX NAME) 




0 Me 2 N-(CH2>3 



RN 258830-99-8 CAPLUS 

CN 2H-Indol-2-one, 3- [ [3- [3- (dimethylamino) propyl) -4, 5,6, 7-tetrahydro-lH- 
indol-2-yl] methylene) -1,3-di hydro- (9CI) (CA INDEX NAME) 
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RN 666235-63-8 CAPLUS 

CN lH-Indole-5-3UlfonamidB, 3- (13- [3- (dimethylamino) propyl] -4, 5,6,7- 

tetrahydro-lH-indol-2-yl] methylene) -2, 3-dihydro-N- (2-hydroxyethyl) -2-oxo- 
(9CI) (CA INDEX NAME) 




RN 666235-64-9 CAPLUS 

CN lH-Indole-5-sulfonamide, 3-{ [3- [3- (dimethylamino)propyl) -4, 5,6,7- 

tetrahydro-lH-indol-2-yl) methylene) -2. 3-dihydro-N- (1 -me thy le thy 1) -2-oxo- 
(9CI) (CA INDEX NAME) 



(CH2)3-NMe 2 



RN 666235-61-6 CAPLUS 

CN 1H- Indole- 5- sulfonamide, 3- [{3- {3- (dimethylamino) propyl] -4, 5, 6, 7- 

tetrahydro-lH-indol-2-yl] methylene] -2, 3-dihydro-N-methyl-2-oxo- (9CI ) (CA 
INDEX NAME) 




O Me 2 N-(CH 2 )3 



RN 666235-65-0 CAPLUS 

CN lH-Indole-5-sulf onamide, 3-t (3- [3- (dimethylamino) propyl] -4, 5,6, 7- 

tetrahydro-lH-indol-2-yl) methylene] -N-[ (4-f luorophenyl) methyl) -2, 3-dihydro- 
2-oxo- (9CI) (CA INDEX NAME) 



"XX) 



666235-62-7 CAPLUS 

lH-Indole-S-sulf onamide, 3-[(3-(3- (dimethylamino) propyl) -4 , 5, 6, 7- 
tetrahydro-lB-indol-2-yl] methylene] -2, 3-dihydro-2-oxo- (9CI) (CA INDEX 
NAME) 



666235-66-1 CAPLUS 

IH-Indole-S-sulfonamide, N- (2-chlorophenyl) -3-[ [3- [3- 

(dimethylamino) propyl] -4, S, 6,7-tetrahydro-lH-indol-2-yl] methylene] -2. 3- 
dihydro-2-oxo- (9CI) (CA INDEX NAME) 
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Me 2 N- (CH 2 ) 3 



RN 666235-67-2 CAPLUS 

CN lH-Indole-5-sulf onamide, 3- ([3- {3- (dimethylamino) propyl] -4, 5,6, 7- 

tetrahydro-lH-indol-2-yl] methylene] -2, 3-dihydro-N, N-dimethyl-2-oxo- (9CI) 
(CA INDEX NAME) 
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O Me 2 N-(CH2)3 



RN 666235-71-8 CAPLUS 

CN 2H-I ndol-2-one, 3- [ [ 3- [ 3- (dimethylamino) propyl] -4,5,6, 7- tetrahydro-lH- 

indol-2-yl] methylene] -1, 3-dihydro-5- [ (methylsulf onyl) methyl] - (9CI) (CA 
INDEX NAME) 




RN 666235-68-3 CAPLUS 

CN 2H-Indol-2-one, 3- [ [3- (3- (dimethylamino) propyl] -4,5, 6, 7-tetrahydro-lH- 
indol-2-yl] methylene) -1,3-dihydro- 5- (methylsulf onyl)- (9CI) (CA INDEX 
NAME) 




O Me 2 N-(CH 2 ) 3 



RN 666235-72-9 CAPLUS 

CN lH-Indole-5-carboxylic acid, 3- [ (3- [3- (dimethylamino) propyl] -4,5,6,7- 

tetcahydro-lH-indol-2-yl] methylene] -2, 3-dihydro-2-oxo- (9CI) (CA INDEX 
NAME) 



Me 2 N— (CH 2 ) 3 



7^0 



RN 666235-69-4 CAPLUS 

CN 2H-Indol-2-one, 3- ( [3- [3- (dimethylamino) propyl] -4,5, 6, 7-tetrahydro-lH- 
indol-2-yl) methylene] -5- (ethylsulfonyl) -1, 3-dihydro- (9CI) (CA INDEX 
NAME) 



Me 2 N— (CH 2 ) 3 



RN 666235-73-0 CAPLUS 

CN lH-Indole-5-carboxamide, 3-{ [3- [3- (dimethylamino) propyl] -4, 5, 6, 7- 

tetrahydro-lH-indol-2-yl] methylene] -2. 3-dihydro-N-methyl-2-oxo- (9CI) 
INDEX NAME) 



(CA 



i 

0 Me 2 N— (CH 2 ) 3 




RN 666235-70-7 CAPLUS RN 666235-74-1 CAPLUS 

CN 2H-Indol-2-one, 3- [ [3-[3- (dimethylamino) propyl] -4, 5, 6, 7-tetrahydro-lH- CN 2H-Indol-2-one, 3- [ [3- [3- (dimethylamino) propyl] -4, 5, 6, 7-tetrahydro-lH- 
indol-2-yl]methylene]-l,3-dihydro-5-[ (1-raethylethyl) sulfonyl] - (9CI) (CA indol-2-yl] methylene] -1, 3-di hydro- 5- phenyl- (9CI) (CA INDEX NAME) 

INDEX NAME) 
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Me 2 N- <CH 2 >3 



66623S-75-2 CAPLUS 

2H-Indol-2-one, 3- [ (3-13- (dime thy lami no) propyl] -4, 5, 6, 7-tetrahydro-lH- 
indol-2-ylJ methylene} -5-fluoro-l. 3-dihydro- (9CI) (CA INDEX NAME) 



HO2C-CH2— CH2 



666235 -B 0-9 CAPLUS 

lH-Indole-S-sulfonaraide, 2, 3-dihydro-N-methyl-2-oxo-3- [(4,5. 6, 7-tetrahydro- 
3- (4-morphoUnylmethyl)-lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 




Me 2 N- (CH 2 ) 3 



RN 666235-76-3 CAPLUS 

CN 2H-Indol-2-one, 3-[ (3-13- (dimethylami.no) propyl] -4, 5, 6, 7-tetrahydro-lH- 
indol-2-yl] methylene]-!, 3-dihydro- 5- me thoxy- (9CI) (CA INDEX NAME) 




Me 2 N— (CH 2 ) 3 



RN 666235-7B-5 CAPLUS 

CN 2H-Indol-2-one, 5-(ethylsulfonyl)-l,3-dihydro-3-[ (4,5,6, 7-tetrahydro-lH- 
indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 




O 



RN 666235-79-6 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ (5- (ethylsulf onyl) -1, 2-dihydro-2-oxo-3H- 
indol-3-ylideneJmethyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 




RN 666235-81-0 CAPLUS 

CN 2H-Indol-2-one, 5- (ethylsulf onyl) -1, 3-dihydro-3- [ [4,5,6, 7-tetrahydro-3- (4- 
morphoU nylme thy 1) -lH-indol-2-yl J methylene]- (9CI) (CA INDEX NAME) 




RN 666235-82-1 CAPLUS 

CN lH-Indole-3-propanamide, 2-[ (1, 2-dihydro-5- [ (methylamino)sulf onyl] -2-oxo- 
3H-indol-3-ylidene)methyl]-4.5.6,7-tetrahydro- (9CI) (CA INDEX NAME) 




O H2N-C-CH2-CH2 



O 



RN 666235-83-2 CAPLUS 

CN lH-Indole-3-propanacd.de, 2-[(5- (ethylsulf onyl) -1, 2-dihydro-2-oxo-3H-indol- 
3-ylidene]methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 
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O H2N-C-CH2-CH2 



O 



RN 666235-84-3 CAPLUS 

CN Piperazine, 1- [3- [2- [ [ 1, 2-dihydro-5- [ (methylamino) sulf onyl} -2-oxo-3H-indol- 
3-ylidene]methyl]-4,5,6,7-tetrahydro-lH-indol-3-yl] -1-oxopropyl] -4 -methyl - 
(9CI) (CA INDEX NAME) 




RN 666235-85-4 CAPLUS 

CN Piperazine, 1- [3- [2- ( (5- (ethylsulf onyl) -1. 2-dihydro-2-oxo-3H-indol-3- 

ylidene) methyl] -4, 5, 6, 7-tetrahydro-lH-indol-3-yl] -1-oxopropyl] -4 -methyl- 
(9CI) (CA INDEX NAME) 




CN lH-Indole-S-sulfonaraide, 2, 3-dihydro-N-methyl-2-oxo-3-{ [4,5, 6, 7- te ^hydro- 
s' [3- (4-raorpholinyl) propyl] -lH-indol-2-yl] methylene] - (9C1) (CA INDEX 
NAME) 
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RN 666235-87-6 CAPLUS 

CN 2H-Indol-2-one, 5- (ethylsulf onyl) -1, 3-dihydro- 3- [(4,5,6, 7-tetrahydro~3- (3- 
(4-morpholinyl) propyl] -lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 




RN 666235-88-7 CAPLUS 

CN lH-Indole-S-sulfonamide, 2, 3-dihydro-N-methyl-2-oxo-3- [ [4, 5, 6, 7-tetrahydro- 
3- (3- ( 4 -methyl-1 -pipe razinyl) propyl] -lH-indol-2-yl] methylene] - (9CI) (CA 
INDEX NAME) 




Me 



RN 666235-89-8 CAPLUS 

CN 2H-Indol-2-one, 5- (ethylsulfonyl) -1, 3-dihydro-3- [ [4,5,6, 7-tetrahydro-3-{3- 
(4 -methyl-l-piperazinyl) propyl] -lH-indol-2-yl] methylene]- (9CI) (CA INDEX 
NAME) 
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o 

/ 

Me 



RN 666235-90-1 CAPLUS 

CN 1H- Indole- 5 -sulfonamide, 2, 3-dihydro-N-raethyl-2-oxo-3-{ [4 , 5, 6, 7-tetrahydro- 
3-{3-(l-piperazinyl)propyl)-lH-indol-2-yl] methylene)- (9CI) (CA INDEX 
NAME) 




RN 666235-91-2 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4-[3-[2-[ (1,2-dihydro-S- 

[ (aethylaed.no) sulfonyl] -2-oxo-3H-indol-3-ylidene] methyl] -4 , 5, 6,7- 
tetrahydro-lH-indol-3-yl] propyl)-, ethyl ester (9CI) (CA INDEX NAME) 




EtO-C 
II 
o 



RN 666235-92-3 CAPLUS 

CN 1 -Pipe razinecarboxy lie acid, 4-(3-[2-[ [ 5- ( ethylsulf enyl) -l,2-dihydro-2-oxo- 
3H-indol-3-y lidene) methyl] -4,5, 6, 7-tetrahydro-lH-indol-3-yl) propyl) -, 
ethyl eater (9CI) (CA INDEX NAME) 




EtO-C 
II 
0 



RN 666235-93-4 CAPLUS 

CN Piperazine, l-acetyl-4-[3-{2-( [1,2-dihydro- 5- [ (methylarai no) sulfonyl] -2-oxo- 
3H-indol-3-yUdene)oethyl]-4.5.6,7-tetrahydro-lH-indol-3-yl)propyl)- (9CI) 
(CA INDEX NAME) 




Ac 



RN 666235-94-5 CAPLUS 

CN Piperazine, l-acetyl-4- (3-[2-{ (5- (ethylsulf onyl) -I. 2-dihydro-2-oxo-3H- 
indol-3-yUdene]methyl]-4,5,6,7-tetrahydro-lH-indol-3-yl]propyl]- (9CI) 
(CA INDEX NAME) 




o 

/ 

Ac 



RN 666235-95-6 CAPLUS 

CN Piperazine, l-[3-[2-[ [1, 2-dihydro-S- [ ( methyl ami no ) sulf onyl] -2-oxo-3H-indol- 
3-y lidene] methyl] -4, 5,6,7 -tetrahydro-lH- indol-3-yl) propyl] -4- 
(hydroxyacetyl)- (9CI) (CA INDEX NAME) 
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(A 



(CH2)3— N^^j 



RN 666235-96-7 CAPLUS 

CN Piperazine, 1- [3-[2-{ [5- (ethylsulf onyl) -1, 2-dihydro-2-oxo-3H-indol-3- 

ylidene] methyl] -4 , 5, 6, 7-tetrahydro-lH-indol-3-yl] propyl] -4- (hydroxyacetyl) - 
(9CI) (CA INDEX NAME) 



(CH 2 )3 — N^ 



-CH2-OH 



RN 666235-97-B CAPLUS 

CN 1-Piperazineacetic acid, 4- [3- [2-[ (1, 2-dihydro-5- [ (raethylamino) sulfonyl] -2- 
oxo-3H-indol-3-y lidene] methyl] -4,5,6,7-tetrahydro-lH-indol-3-yl]propyl) -, 
ethyl ester (9CI) (CA INDEX NAME) 



o 



/ 

EtO-C-CH2 
II 



RN 666235-98-9 CAPLUS 

CN 1-Piperazineacetic acid, 4- [ 3- [ 2- ( [1, 2-dihydro-S- [ (raethylamino) sulfonyl) -2- 
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oxo-3H-indol-3-ylidene) methyl) -4 , 5, 6. 7-tetrahydro-lH-indol-3-yl] propyl] - 
(9CI) (CA INDEX NAME) 



Oct 
O 

/ 

HO2C-CH2 



(CH 2 )3 



666235-99-0 CAPLUS 

1-Piperazineacetic acid, 4- [3- [2- ( [5- (ethylsulf onyl) -1, 2-dihydro-2-oxo-3H- 
indol-3-ylidene] methyl) -4 , 5, 6, 7-tetrahydro-lH-indol-3-yl] propyl] - (9CI ) 
(CA INDEX NAME) 



C0Z 



<CH 2 )3 



o 



/ 

H02C-CH2 



RN 666236-00-6 CAPLUS 

CN lH-Indole-5-sulfonaraide, 2, 3-dihydro-N-methyl-2-oxo-3-( [4, 5, 6, 7-tetrahydro- 
3- [3- (4-hydroxy-l-piperidinyl) propyl] -lH-indol-2-yl] methylene] - (9CI) (CA 
INDEX NAME) 



II 

S- NHMe 



RN 666236-01-7 CAPLUS 

CN 2H-Indol-2-one, 5- (ethylsulf onyl) -1, 3-dihydro-3- 1 {4,5,6. 7-tetrahydro-3- [3- 
( 4 - hyd r oxy- 1 - pi pe ridi ny 1 ) pr opy 1 ) - 1H- i ndol - 2 -y 1] me thyle ne ] - ( 9CI ) (CA 
INDEX NAME) 
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II 

CX' 



(CH 2 )3— 



RN 666236-02-8 CAPLUS 

CN IH-Indole-S-sulfonamide, 2, 3-dihydro-N-methyl-2-oxo-3-[ [4,5,6. 7-tetrahydro- 
3-[3-[4-(2-hydro«y«thyl)-l-piperazinyl]propyl]-lH-indoi-2-yl)oethylene}- 
(9CI) (CA INDEX NAME) 




RN 666236-03-9 CAPLUS 

CN ZH-Indol-2-one, 5- (ethylsulfonyl) -1, 3-dihydro-3- t [4, 5, 6, 7-tetrahydro-3-[3- 
[4-(2-hydroxyethyl)-l-piperazinyl] propyl] -lH-ir»dol-2-ylJ methylene]- (9CI) 
(CA INDEX NAME) 




REFERENCE COUNT: 



18 THERE ARE IB CITED REFERENCES AVAILABLE FOR THIS 
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PATENT NO. 



2003:930718 CAPLUS 
139:391339 

Method of determining an efficacious dose of a drug 
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USA 

U.S. Pat. Appl. Publ., 15 pp. 
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Patent 
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KIND DATE 
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DATE 
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PRIORITY APPLN. INFt 
OTHER SOURCE(S) : 



Al 20031127 US 1998-186475 19981104 
US 1997-64935P P 19971107 

MARPAT 139:391339 

AB The present invention relates to a method of determining an efficacious 
dose of 

a drug administered to a subject for the purpose of modulating 
angiogenesis, including conditions manifested by cell proliferation, cell 
differentiation, or cell survival. The method comprises the step of 
monitoring a marker related to angiogenesis. The drug used in the present 
invention is an indolinone compound (Markush structure and individual 
structures are given) . The invention also features a kit for determining 

the 

efficacious dose of the drug. 

IT 204003-89-4 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(method of determining an efficacious dose of a drug) 

RN 204003-B9-4 CAPLUS 

CN 2H-Indol-2-one, 5-broao-l. 3-dihydro-3- [ (4 , 5, 6, 7-tetrahydro-lH-indol-2- 
yl) methylene}- (9CI) (CA INDEX NAME) 
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PRIORITY APPLN. INFO.: 



US 2001-297795P 
WO 2002-IL467 



20010614 
20020616 



AB A method of inducing immune tolerance in a first mammal to antigens of a 
second, non-syngeneic, mammal, is disclosed. The method is utilized to 
minimize graft rejection and/or reduce graft-vs. -host diseases in 
transplantation procedures and to produce hematopoietic mixed chimeras. 
Methods of determining the activity of tyrphostins and the optimal 

concentration 

thereof in this method are also disclosed. 

IT 330161-87-0 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(non-myeloablative tolerogenic treatment vith tyrphostins to eliminate 
lymphocyte responding to non-syngeneic donor antigens) 

RN 330161-87-0 CAPLUS 

CN 1H- I ndole-5- sulfonamide, 2, 3-dihydro-N,N-dimethyl-2-oxo-3-[ (4,5,6,7- 
tetrahydro-lH-indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 



Me2N- 




ANSWER 18 OF 35 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (5) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 
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Preparation of 3- (4, 5, 6, 7-tetrahydroindol-2- 
ylraethyUdene)-2-indoU nones as kinase inhibitors for 
treatnent of cancer 

Liang, Congxin; Guan, Huiping; Tang, Peng Choi Blake, 

Robert A. 

USA 

PCT Int. Appl., 65 pp. 
CODEN: PIXXD2 
Patent 
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PATENT NO. 

WO 2003022815 

W: AE, AG, AL, 

CO. CR, CU. 

GM, HR, HU. 

LS, LT, LU, 

PL, PT, RO, 
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APPLICATION NO. 
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Al 20030320 WO 2002-US2S974 20020910 
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P 20010910 
A3 20020910 
W 20020910 
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Title compds. I [wherein Y - CH2, CH2CH2, CO, or COCH2f m - O-li Rl - 
SOnR5 or S02NR6R7; R2 - H or (hydroxy) alky 1; R3 - (hydroxy) alky 1; or NR2R3 
- heterocyclyli R4 - H, PO(OR8)2, COR9, CHR10NR11R12; n - 0-2; RS - 
(ar)alkyl; R6 and R7 - independently H, (cyclo) alkyl, alkoxyalkyl, or 
hydroxyalkyl; R8 - independently H or alkyl; R9 - alkyli R10 - H or alkyl; 
Rll and R12 - independently H or alkyl; or NR11R12 - heterocyclyli and 
pharmaceutical^ acceptable salts thereof] were prepared For example, 
cycle-condensation of 5 -aminolevulinic acid*HCl vith 
1, 2-cyclohexanedione gave 3- (4-oxo-4, 5,6, 7-tetrahydro-lH-indol-3- 
yl) propionic acid (67t). Amidation vith NHMe2 (60%), reduction to the amine 
(90%), and reaction with POC13 and DMF afforded 3- (3-diraethylaminopropyl) - 
4,5,6,7-tetrahydro-lH-indole-2-carbaldehyde (50%). Condensation of the 
aldehyde with 5-methylaminosulf onyloxindole in the presence of piperidine 
in EtOH provided (Z)-II (70%). I inhibit Src kinase activity and are 
useful for the treatment of Src kinase related disorders, such as cancer 
(no data) . 

5021S6-9O-3P, (Z)-3-(l-[3-(3-Diraethylarainopropyl)-4.5,6,7- 
tetrahydro-lH-indol-2-yl) raethylidene] -2-oxo-2, 3-dihydro-lH-indole-5- 
sulfonic acid raethylamide 3021S6-91-4P, (Z)-3-(l~(3-[3- (4- 
Methylpipera2in-l-yl) propyl] -4,5, 6, 7- tetrahydro-lH-indol-2-yl] raethylidene) - 
2-oxo-2,3-dihydro-lH-indole-5-sulfonic acid methylamide 
502156-92-5P, (Z) -3- [1- [3- [3- (3, 5- Diraethylpipe razin-l-yl) -3- 
oxopropyl] -4,5, 6,7-tetrahydro-lH-indol-2-yl] methylidene] -2-oxc~2, 3-dihydro- 
lH-indole-5-sulfonic acid raethylamide 502156-94-7P, 

(Z) -3-(l- [3- [3- (4 -Me thylpipe razin-l-yl) -3-oxopropyl] -4,5, 6, 7-tetrahydro-lH- 
indol-2-yl]raethylidene]-2-oxo-2,3-dihydro-lH-indole-5-sulfonic acid 
raethylamide 502136-96-9P, (Z) -3- [ 1- [3- [3- (3, 5-Dimethylpiperazin- 
l-yl) -3-oxopropyl) -4,5,6, 7-tetrahydro- lH-indol-2-yl] methylidene] -5- 
ethanesulfonyl-1, 3-dihydroindol-2-one 502 156-98- IP, 

(Z) -5-Ethanesulf onyl-3-[l- [3- [3- (4-raethylpiperazin-l-yl) -3-oxopropyl] - 
4,5,6, 7-tetrahydro-lH-indol-2-yl] raethyUdene) -1, 3-dihydroindol-2-one 
502137-00-BP, ( Z ) -4- [3- [2- [ (5-Hethylsulf amoyl-2-oxo-l, 2- 
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dihydroindol-3-ylidene)raethyl]-4,5,6,7-tetrahydro-lH-indol-3- 
yl) propyl] piper azine-l-carboxy lie acid ethyl ester 502157-06-4P, 
(Z) -4- [3-[2-( (5-Ethanesulf onyl-2-oxo-l, 2-dihydroindol-3-ylidene) methyl] - 
4, 5, 6, 7-tetrahydro-lH-indol-3-yl] propyl] pipe razine-l-carboxy lie acid ethyl 
ester 302157-07-5P, (Z) -3- [ 1- [3- [ 3- (4-Acetylpiperazin-l- 
yl) propyl] -4 , 5, 6, 7-tetrahydro-lH-indol-2-yl) methyUdene] -2-oxo-2, 3-dihydro- 
lH-indole-5-sulfonic acid Diethylamide 502137-08-69, 

(Z) -3- [1- [3- [3- (4-Acetylpiperazin-l-yl)propyl) -4,5, 6, 7-tetrahydro-lH-indol- 
2-yl] methylidene] -5-ethanesulfonyl-l, 3-dihydroindol-2-one 
502157-lO-OP, (Z)-3-[l-[3-[3-(4-Formylpiperazin-l-yl)propyl]- 
4, 5, 6, 7-tetrahydro- lH-indol-2-yl] raethyUdene] -2-oxo-2, 3-di hydro- 1H- indole- 
s-sulfonic acid raethylamide 502157-li-lP, (Z) -3-(l-[3-[3- [4- (2- 
Hydroxyacetyl)piperazin-l-yl] propyl} -4,5, 6, 7-tetrahydro- lH-indol-2- 
yl] methylidene] -2-oxo-2, 3-dihydro-lH-indole-5-sulfonic acid raethylamide 
502137-13-3P, (Z) -5-Ethanesulf onyl-3- [ 1- [3- [ 3- [ 4- (2- 
hydroxyacetyl)piperazin-l-yl] propyl] -4, 5,6, 7-tetrahydro-lH-indol-2- 
yl] methylidene] -1, 3-dihydroindol-2-one 502157-14-4P, 

(Z) -2-0x0-3- [1- [3- [3- (pipe razin-l-yl) propyl] -4,5,6, 7-tetrahydro-lH-indol-2- 
yl] methylidene) -2, 3-dihydro-lH-indole-5- sulfonic acid raethylamide 
502157-15-5P, (Z) -4 - (3- [2- [ (5-Ethanesulf onyl-2-oxo-l, 2- 
dihydroindol-3-ylidene) methyl] -4,5, 6, 7-tetrahydro- lH-indol-3- 
yl) propyl] piperazine-l-carboxaldehyde 302157-16-6P, 

(Z) - [4- [3- [2- [ (5-Methylsulf amoyl-2-oxo-l, 2-dihydroindol-3-ylidene) methyl] - 
4, 5, 6, 7-tetrahydro-lH-indol-3-yl] propyl] pipe razin-l-yl] acetic acid ethyl 
ester 502157-18-8P, (Z) - [ 4- [3- [2- [ (S-Hethylsulf araoyl-2-oxo-l, 2- 
dihydroindol-3-ylidene) methyl] -4,5,6, 7-tetrahydro-lH-indol-3- 
yl] propyl] piperazin-l-yl] acetic acid 302157-19-9P, 

(Z) -[4- [3- [2- ((5-Ethanesulf onyl-2-oxo-l, 2-dihydroindol-3-ylidene) rae thy 1] - 
4, 5, 6, 7-tetrahydro- lH-indol-3-yl} propyl] piperazin-l-yl] acetic acid 
302137-21-39, (Z) -3- [l-{3- [3- (4-Hydroxypiperidin-l-yl) propyl) - 
4, 5, 6, 7-tetrahydro-lH-indol-2-yl] raethylidene] -2-oxo-2, 3-dihydro-lH-indole- 
5-sulfonic acid methylamide 3021S7-22-4P, (Z> -S-Ethanesulf onyl-S- 
U-p-n- (4-hydroxypiperidin-l-yl)propyl] -4, 5,6, 7-tetrahydro-lH-in^^ 
yl) methylidene] -1, 3-dihydroindol-2-one 502157-24-6P, 
(Z) -3- [1- [3- [3- [4- (2-Hydroxyethyl) piperazin-l-yl] propyl] -4 , 5, 6, 7- 
tetrahydro-lH-indol-2-yl] methylidene] -2-oxo-2, 3-dihydro-lH-indole-S- 
sulfonic acid raethylamide 302137-26-8P, (Z) -5-Ethanesulf onyl-3- 
[ 1- [ 3- [ 3- [4- (2-hydroxyethyl) piperazin-l-yl] propyl] -4 . 5, 6, 7-tetrahydro- 1H- 
indol-2-yl] methylidene] -1, 3-dihydroindol-2-one 502157-29-0?, 
(Z) -3- [l-[3- [3- (3, 5-Dimethylpiperazin-l-yl) propyl] -4,5, 6, 7-tetrahydro-lH- 
indol-2-yl] raethylidene] -2-oxo-2, 3-dihydro-lH-indole-5- sulfonic acid 
methylamide 502157-29-1P, (Z) -3- { 1- [ 3- [ 3- (3, 5- Diraethylpipe razin- 
l-yl) propyl] -4,5, 6, 7-tetrahydro-lH-indol-2-yl] methylidene] -5- 
ethanesulf onyl-1, 3-dihydroindol-2-one 502157-31-5P, 

(Z)-3-{l-[3-[3- (Morpholin-4-yl) propyl] -4, 5, 6, 7-tetrahydro- lH-indol-2- 
yl) methylidene) -2-oxo-2, 3-dihydro-lH-indole-5-sulf onic acid 
(2-hydroxyethyl) amide 502157-32-5P, (Z) -3- [1- [3- (3- 

Diraethylaminopropyl) -4,5, 6, 7-tetrahydro-lH-indol-2-yl] raethylidene] -2-oxo- 

2,3-dihydro-lH-indole-5-sulfonic acid (2-hydroxyethyl) amide 

502157-33-7P, (Z) -3- [ 1- [ 3- [ 3- [ (2-Hydroxyethyl) methylamino] propyl] - 

4, 5, 6, 7-tetrahydro-lH-lndol-2-yl] raethyUdene] -2-oxo-2, 3-dihydro-lH-indole- 

5-sulfonic acid raethylamide 502157-36-0P, (Z) -5-Ethanesulf onyl-3- 

1 1- ( 3- (3- [ (2-hydroxyethyl) raethylaraino] propyl] -4,5,6, 7-tetrahydro-lH-indol- 

2-yl] raethyUdene] -1, 3-dihydroindol-2-one 

RL: PAC (Pharmacological activity)* SPN (Synthetic preparation)! THU 
(Therapeutic use) ; BIOL (Biological study) i PREP (Preparation); USES 
(Uses) 

(Src kinase inhibitor; prepn. of (indolylraethyUdene) indolinone Src 
kinase inhibitors by condensation of indolecarboxaldehydes with 
indolinones for treatnent of cancer) 
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RN 502156-90-3 CAPLUS 

CN lH-Indole-5-sulfonaraide, 3- [ [3- [3- (diraethylaralno) propyl] -4, 5, 6, 7- 

tetrahydro-lH-indol-2-yl] methylene) -2, 3-dihydro-N-methyl-2-oxo-, (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



Me2N. o C 

(CH 2 ) 3 \\// 



RN 502156-91-4 CAPLUS 

CN lH-Indole- 5- sulfonamide, 2, 3-dihydro-N-methyl-2-oxo-3- [ [ 4, 5, 6, 7-tetrahyd ro- 
3- [3- (4-raethyl-l-piperazinyl) propyl] -lH-indol-2-yl) raethylene] -, (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 502156-92-5 CAPLUS 

CN Piperazine, 1- [3- [2- [ (Z) -(1, 2-dihydro-5- [ (methylamino) sulfonyl] -2-OXO-3H- 
i ndol - 3-y lide ne ] rae thy 1 ] - 4 , 5 , 6 , 7 - te t r ahyd ro- lH-i ndol- 3-yl] - 1 - oxopropyl) -3,5- 
dimethyl- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 502156-94-7 CAPLUS 

CN Piperazine, l-[3-t2-[tZ)-[l,2-dihydco-5-t(m«thylanino)3ulfonyl]-2-oxo-3H- 
indol-3-ylideneJmethyl] -4 , 5, 6. 7-tetrahydro-lH-indol-3-yl) -1-oxopropyl] -4- 
methyl- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 502156-96-9 CAPLUS 

CN Piperazine, 1- [3-[2-[ (Z) - [5- (ethylsulfonyl) -1, 2-dihydro-2-oxo-3H-indol-3- 
ylidene] methyl] -4,5. 6. 7-tetrahydro-lH-indol-3-yl] -1-oxopropyl) -3. 5- 
dimethyl- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



RN 502156-98-1 CAPLUS 

CN Piperazine, l-[3-[2-[ (Z) - [5- (ethylsulfonyl) -1, 2-dihydro-2-oxo- 3H-indol-3- 
ylidene] methyl] -4, 5,6, 7-tetrahydco-lH-indol-3-yl] -1-oxopropyl] -4-methyl- 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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(Continued) 




V 



RN 502157-00-9 CAPLUS 

CN 1 -Pipe razinecarboxy lie acid, 4-[3-[2-[ <Z)-[l,2-dihydro-5- 

[ (methylamino) sulf onyl] -2-oxo-3H-indol-3-yUdene] methyl] -4 , 5, 6, 7- 
tetrahydro-lH-indol-3-yl] propyl]-, ethyl ester (9CI) (CA INDEX N, 

Double bond geometry as shown. 



A. 



RN 502157-06-4 CAPLUS 

CN 1-Pipe razinecarboxy lie acid, 4-[3- [2- ( (Z) -[5- (ethylsulfonyl) -1, 2-dihydro-2- 
oxo-3H-indol-3-yUdene]methyl]-4,5,6,7-tetrahydro-lH-indol-3-yl)propyl] -, 
ethyl ester (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



a 

(CH2)3 



0 O 

V/ 



RN 502157-07-5 CAPLUS 

CN Piperazine, l-acetyl-4-[3-[2-{ (Z) -[l,2-dihydro-5-[ (methylamino) sulf onyl] -2- 
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oxo-3H-indol-3-ylidene] methyl] -4,5,6, 7-tetrahydro-lH-indol-3-yl] propyl) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 502157-08-6 CAPLUS 

CN Piperazine, l-acetyl-4- [3- [2-[ (Z) - [5- (ethylsulfonyl) -1, 2-dihydro-2-oxo-3H- 
indol-3-ylidene] methyl] -4 , 5, 6, 7-tetrahydro-lH-indol-3-yl] propyl] - (9CI) 
(CA INDEX NAME) 

Double bond geometry as shown. 




RN 502157-10-0 CAPLUS 

CN lH-Indole-5-sulfonamide, 3-{ [3-[3- (4-formyl-l-piperazinyl) propyl] -4, 5,6,7- 
tetrahydro-lH-indol-2-yl] methylene] -2, 3-dihydro-N-methyl-2-oxo-, (3Z> - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 502157-11-1 CAPLUS 

CN Piperazine, 1- [3- [2- [ (Z) -[1, 2-dihydro-5- 1 (methylamino) sulf onyl] -2-oxo-3H- 
i ndol-3-ylidene] methyl) -4, 5,6.7- tetrahydro-lH-i ndol-3-yl] propyl] -4 - 
(hydroxy acetyl)- (9CI) (CA INDEX NAME) 
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Double bond geometry as shown. 




RN 502157-13-3 CAPLUS 

CN Piperazine, 1- [3- [2- [ (Z) - [5- (ethylsulfonyl) -1, 2-dihydro-2-oxo-3H-indol-3- 
ylidene] methyl] -4,5, 6, 7- tetrahydro-lH-indol-3-yl) propyl] -4- (hydroxyacetyl) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 502157-14-4 CAPLUS 

CN lH-Indole-5-sulfonamide, 2, 3-dihydro-N-methyl-2-oxo-3- [{4,5,6, 7-tetrahydro- 
3- [3- (1-piperazinyl) propyl) -lH-indol-2-yl] methylene]-, (32)- (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 




RN 502157-15-5 CAPLUS 

CN 1- Pipe razinecarbox aldehyde, 4 - [3- { 2- [ (Z) - [5- (ethylsulfonyl) -1, 2-dihydro-2- 
oxo-3H-indol-3-ylidene] methyl] -4, 5, 6, 7-tetrahydro-lH-indol-3-yl) propyl] - 
(9CI) (CA INDEX NAME) 
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Double bond geometry as shown. 




RN 502157-16-6 CAPLUS 

CN 1 - Pipe razineace tic acid, 4-[3-[2- [ (Z) -[1, 2-dihydro-S- 

t (methylaaino) sulf onyl] -2-oxo-3H-indol-3-ylidene] methyl] -4 , 5, 6, 7- 
tetrahydro-lH-indol-3-yl J propyl]-, ethyl ester (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 502157-1B-B CAPLUS 

CN 1-Piperazineacetic acid, 4-[3-[2-( <Z)-[l,2-dihydro-5- 

t (methylamino) sulfonyl] -2-oxo-3H-indol-3-ylidene] methyl] -4,5, 6, 7- 
tetrahydro-lH-indol-3-yl] propyl]- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



H 02 C^N^ 

\/"\ 0 c 

^(CH 2 ) 3 ^// 



RN 502157-19-9 CAPLUS 

CN 1 -Pipe razineace tic acid, 4- [3-[2- [ (Z) - (5- (ethylsulfonyl) -1, 2-dihydro-2-oxo- 
3H-indol-3-ylidene) methyl] -4, 5, 6,7-tetrahydro-lH-indol-3-yl] propyl] - (9CI) 
(CA INDEX NAME) 

Double bond geometry as shown. 
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RN 502157-21-3 CAPLUS 

CN lH-Indole-5-sulf onamide, 2, 3-dihydro-N-methyl-2-oxo-3- [[4,5, 6, 7-tetrahydro- 
3- [3- (4-hydroxy-l-piperidinyl) propyl] -lH-indol-2-yl) methylene] -, (32) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 502157-22-4 CAPLUS 

CN 2H-Indol-2-one, 5- (ethylsulfonyl) -1, 3-dihydro-3-[[4, 5, 6, 7-tetrahydro-3- [3- 
(4-hydroxy-l-piperidinyl) propyl] -lH-indol-2-yl] methylene]-, (3Z)- (9CI) 
(CA INDEX NAME) 

Double bond geometry as shown. 




RN 502157-24-6 CAPLUS 

CN 1H- Indole -5- sulfonamide, 2, 3-dihydro-N-methyl-2-oxo-3- [[4,5, 6, 7-tetrahydro- 
3- [3- [4- (2-hydroxyethyl) -1-piperazinyl] propyl] - IH-indol- 2 -yl] methylene] -, 
(3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 502157-26-8 CAPLUS 

CN 2H-Indol-2-one, 5- (ethylsulfonyl) -1, 3-dihydro-3- [ [4, 5, 6, 7-tetrahydro-3- [3- 
[4- (2-hydroxyethyl) -1-piperazinyl] propyl] -lH-indol-2-yl] methylene] -, (3Z) - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 502157-28-0 CAPLUS 

CN lH-Indole-5-sulf onamide. 3- [ (3- [3- (3, 5-dimethyl-l-piperazlnyl) propyl] - 
4, 5,6, 7-tetrahydro-lH-indol-2-yl] methylene] -2,3-dihydro-N-methyl-2-oxo-, 
(3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 502157-29-1 CAPLUS 

CN 2H-Indol-2-one, 3- [ [3- (3- (3, 5-diraethyl-l-piperazinyl) propyl] -4,5,6, 7- 

te t r ahydro-lH-indol- 2 -yl] methylene] -5- (ethylsulfonyl) -1,3-di hydro-, (32)- 
(9CI) (CA INDEX NAME) 
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RN 502157-31-5 CAPLUS 

CN lH-Indole-5-sulf onamide, 2, 3-dihydro-N- (2-hydroxyethyl) -2-oxo-3- { [4, 5, 6, 7- 
tetrahydro-3- [3- (4-morpholinyl) propyl] -lH-indol-2-ylJmethylene] -, (3ZJ- 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 502157-32-6 CAPLUS 

CN lH-Indole-5-sulf onamide, 3- [ [3- [3- (dimethylamino) propyl] -4,5,6,7- 

tetrahydro-lH-indol-2-yl] methylene] -2, 3-dihydro-N- (2-hydroxyethyl) -2-oxo-, 
(3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 502157-33-7 CAPLUS 

CN lH-Indole-5-sulf onamide, 2, 3-dihydro-N-methyl-2-oxo-3- [[4,5, 6, 7-tetrahydro- 
3- [3-( (2-hydroxyethyl) methylaaino] propyl) -lH-indol-2-yl)methylene] -, (3Z)- 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



Double bond geometry as shown. 
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RN 502157-36-0 CAPLUS 

CN 2H-Indol-2-one. 5- (ethylsulfonyl) -1, 3-dihydro-3- 1(4,5, 6. 7-tetrahydro-3- (3- 
{ (2-hydroxyethyl)methylamino]propyl)-lH-indol-2-yl]methylene]-, (3Z)- 
(9CI) (CA INOEX NAME) 

Double bond geometry as shown. 



^(CH 2 )3 
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Endothelial cells and fibroblasts are important constituents of the 
hemopoietic microenvironnent. Growth and function of these cells are 
controlled by a variety of cytokines, including VEGF and PDGF. The 
authors analyzed the effects of novel tyrosine kinase inhibitors targeting 
the VEGF and PDGF receptors (compds. SU5614 and SU5768) on the performance 
of long-term cultures from normal human bone marrow. In developing 
cultures, the inhibitors induced a dose-dependent reduction in stromal 
fibroblasts, macrophages and endothelial cells with a concomitant decrease 
in blood cell production and an increase in fat cells. For SU5614, the 
concentration 

inhibiting stroma formation by 50% (1C50) was 123 nM, and the IC50 for 
hemopoietic colony forming cell output was 186 nM. For SU5768, the resp. 
values were 871 nM and 331 nM. Changes in stroma composition and 
inhibition of 

hemopoietic cell production were also demonstrable after delayed addition 
of the 

inhibitors to established cultures. By contrast, hemopoietic colony 
formation in clonogenic agar cultures was unimpaired (IC50 not reached at 
100 »*M) . Immunofluorescence studies and time course analyses suggested 
that the primary effect of the inhibitors was interference with the 
proliferation and function of fibroblasts and endothelial cells which in 
turn resulted in decreased hemopoiesis and increased adipogenesis. This 
was associated with decreased levels in conditioned media of 
granulocyte-macrophage colony-stimulating factor, interleukin-6 and 
leptin. VEGF and PDGF may play a hitherto underestimated role in the 
control of blood cell formation. VEGF/PDGF receptor inhibitors may have 
therapeutic potential in stroma diseases such as myelofibrosis. Since 
they weaken the stimulatory signals provided by the microenvironment, they 
may also be of value in the treatment of leukemia and other neoplastic 
bone marrow diseases. 

IT 204003-M-«, SU 5768 

RL: BSU (Biological study, unclassified)/ BIOL (Biological study) 

(PDGF and VEGF inhibitors biochem. and cellular characterization using 
bone marrow endothelial cells and fibroblasts) 

RN 204003-89-4 CAPLUS 

CN 2H-Indol-2-one, 5-bromo-l, 3-dihydro-3- [ (4,5,6. 7-tetrahydro-lH-indol-2- 
yl> methylene]- (9CI) (CA INDEX NAME) 
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• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [Rl - (un) substituted aryl or heteroaryl; R2 - H, halo, 

alkyl, alkenyl, alkynyl, heterocyclyl, etc.; R3 - (un) substituted pyrrole 
or cycloalkenylpyrrole] , as well as pharmaceutical compns. thereof, are 
prepared and disclosed as compds. capable of modulating protein kinase 
signal transduction in order to regulate, modulate and/or inhibit abnormal 
cell proliferation. Thus II, was prepared via condensation of 
4-phenyl-1.3-dihydroindol-2-one with 5-fonayl-2-nethyl-4- (3- (4- 
methylpiperazin-l-yl) propyl] -lH-pyrrole-3-carboxylic acid Et ester. I 
were evaluated against eight specfic kinases, e.g., FGFR1, for which I 
possessed IC50 values ()iM) of 0.0091-2.07. The present invention also 
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relates to methods for treating protein kinase related disorders. 
IT 442359-47-9P 442539-4B-OP 442539-49-1P 

442559- 50-4P 442559-51-5P 442359-52-6P 
442960-33-0P 442560-34-1P 442360-35-2P 

442560- 35-3P 442560-37-4P 4425fil-22-0P 

442561- 23-1P 442561-24-2P 442562-17-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); TKU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(target compound; preparation of (aryl) (pyrrolylmethylene) indolinones as 
protein kinase signal transduction modulators) 
RM 442559-47-9 CAPLUS 

CN 2H-Indol-2-one, 4- (2-f luorophenyl) -l,3-dihydro-3- [ [4, 5, 6, 7-tetrahydro-5- [2- 
(1-pyrrolidinyl) ethyl] -lH-indol-2-yl] methylene)-. (3Z)- (9CI) (CA INDEX 
HAKE) 

Double bond geometry as shown. 




RN 442559-48-0 CAPLUS 

CN 2H-Indol-2-one, 4- (3-f luorophenyl) -1, 3-dihydro-3-{ (4, 5, 6, 7-tetrahydro-5- [2- 
(1-pyrrolidinyl) ethyl] -lH-indol-2-yl] methylene]-, (3Z)- (9CI) (CA INDEX 
NAME) 

Double bond geometry as shewn. 




RN 442559-49-1 CAPLUS 

CN 2H-Indol-2-one, 4- (2-f luorophenyl) -1. 3-dihydro-3-[ [4,5,6, 7-tetrahydro-5- (2- 
(4-norpholinyl) ethyl] -lH-indol-2-yl] methylene]-, (3Z)~ (9CI) (CA INDEX 
NAME) 
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Double bond geometry as shown. 




( 4 -morpholinyl) ethyl] -lH-indol-2-yl] methylene]-. (3Z)- (9CI) (CA INDEX 
NAME) 



Double bond geometry as shown. 




RN 442559-51-5 CAPLUS 

CN 2H-Indol-2-one, 4- (2-f luorophenyl) -1, 3-dihydro-3- [ (4,5,6, 7-tetrahydro-5- (2- 
(4 -me thy 1-1 -pipe razinyl) ethyl] -lH-indol-2-yl] methylene]-, (3Z) - (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 
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RN 442559-52-6 CAPLUS 

CN 2H-Indol-2-one, 4- (3-f luorophenyl) -1, 3-dihydro-3- [[4,5,6, 7-tetrahydro-5- [2- 
(4-methyl-l-piperazinyl) ethyl) -lH-indol-2-yl] methylene]-, <3Z) - (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 




RN 442560-33-0 CAPLUS 

CN 2H-Indol-2-one, 3- [ [3- [3- (dimethylamino) propyl] -4, 5. 6, 7-tetrahydro-lH- 
indol-2-yl]methylene]-4-(4-fluorophenyl)-l,3-dihydco-. (3Z)- (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 
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F 




RN 442560-34-1 CAPLUS 

CN 2H-Indol-2-one, 3- [ [3- (3- (dimethylamino) propyl] -4,5,6,7-tetrahydro-lH- 
indol-2-yl] methylene] -4- (2-f luorophenyl) -1, 3-di hydro-, (3Z)- (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 




RN 44 2560-35-2 CAPLUS 

CN 2H-Indol-2-one, 4- (4-chlorophenyl) -3-( [3- [3- (dimethylamino) propyl] -4,5,6, 7- 
te trahydro-lH-indol-2-yl] me thylene]-l, 3-di hydro-, (3Z>- (9CI) (CA INDEX 
NAME) 

Double bond geometry as shown. 



CI 




RN 442560-36-3 CAPLUS 

CN 2H-Indol-2-one, 4- (3-chlorophenyl) -3- [ [3- [3- (dimethylamino) propyl] -4, 5, 6,7- 
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tetrahydro-lH-indol-2-yl]methylene]-l,3-di hydro-, <3Z)- (9CI) (CA INDEX 
HAKE) 

Double bond geometry as shown. 




RN 442560-37-4 CAPLUS 

CN 2H-Indol-2-one, 4- (2-chlorophenyl) -3-{ [3- (3- (dime thy lami no) propyl] -4,5.6,7- 
te t r ahyd r o- lH-i ndol- 2 -y 1 J methylene J -1,3-di hydro-, <3Z)- (9CI) (CA INDEX 
NAME) 

Double bond geometry as shown. 




RN 442561-22-0 CAPLUS 

CN lH-Indole-3-carboxylic acid, 2-[ (Z) - [4 -(3-f luorophenyl) -1,2-dihyd ro-2-oxo- 
3H-indol-3-ylidene]methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 442S61-24-2 CAPLUS 

CN 3-Pyrrolidinol, 1- [ {2- [ (2) -{4- (3-f luorophenyl) -1, 2-dihydro-2-oxo-3H-indol- 
3-yHdene]aethyl]-4,5.6,7-tetrahydro-lH-indol-3-yl]carbonyl]- <9CI> (CA 
INDEX NAME) 

Double bond geometry as shown. 




RN 442562-17-6 CAPLUS 

CN 2H-Indol-2-one, 4- (3-f luorophenyl) -1 , 3-dihydro-3- [[4,5,6, 7-tetrahydro-4- [2- 
(1-pyrrolidinyl) ethyl] -lH-indol-2-yl] methylene]-. (3Z)- (9CI) (CA INDEX 
NAME) 

Double bond geometry as shown. 




RN 442561-23-1 CAPLUS 

CN 1H- Indole- 3 -carbox amide. 2-[ (Z) - [4- (3-f luorophenyl) -1, 2-dihydro-2-oxo-3H- 
indol-3-yUdene]methyl]-4,5,6,7-tetrahydro-N-[3-(l-pyrrolidinyl)propyl}- 
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AB Title compds. I [Rl-2 - H, alkyl, cycloalkyl. aryl, heteroaryl, 

heteroalicyclic, halo, etc.; Het - (un) substituted aromatic heterocycle 
containing at least one and not more than two N atoms, 
tetrahydro(thio)pyranyl, (thio) raorpholino, piperidinyl, piperazinyl, 
tetrazolyl, etc.; 0 - (un) substituted aromatic heterocycle containing not 
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th»n two N atoms, S-membered ring (un) substituted heterocycle contg. N, O 
or S, e.g., imidazolyl, pyrrolyl, indolyl, etc.] with some exceptions, 
were prepd. Included are 75 synthetic examples and results for several 
protein tyrosine kinase assays for those conpds. For instance, 
4-broaoindole was coupled to bis (pinacolato)diborane (DM SO, KOAc, 
PdC12(dppf)*CH2C12, 80"C, 22 h) . The resulting dioxaborolane 
was coupled to 4-bromopyridine»HCl (THP, Pd(PPh3)4, NaOH, 70'C, 
6 h) to give the indole which was treated with C5H5N»Br3 
(t-BuOH/EtOH/H20, Ih) followed by zinc (stirred 1 addnl. hour) to give 
4-(pyridin-4-yl)-1.3-dyhydroindol-2-one as a yellow solid. Condensation 
of this intermediate with 5-oe thy limidazole- 4 -car box aldehyde (EtOH, 
piperidine, 2 days) afforded II. II had IC50 - 4.88 mH for FGFR-1 
tyrosine kinase and 0.03 mH for cdk2/cyclin A tyrosine kinase. I are 
useful in treating cancer, Immunol, disorders, etc. 

IT 388116-50-59 388116-37-29, 3- (lH-Indol-2-ylraethylene) -4- 
(pyridin-4-yl) -1, 3-dihydroindol-2-one 388116-58-37, 
4- (Pyridin-4-yl) -3- (4, 5, 6, 7-tetrahydro-lH-indol-2-ylmethylene) -1,3- 
dihydroindol-2-one 388116-59-49, 3-[5-(2-(Morpholin-4-yl)ethoxy>- 
lH-indol-2-ylmethylene] -4- (pyridin-4-yl) -1, 3-dihydroindol-2-one 
38B116-62-9P 388118-67-8? 388116-93-6P, 

3- (lH-Indol-2-ylaethylene) -4- (piperidin-4-yl) -1, 3-dihydroindol-2-one 
388110-94-79, 4- (Piperidin-4-yl) -3- (4,5,6, 7-tetrahydro-lH-indol-2- 
ylmethylene) -1, 3-dihydroindol-2-one 389116-95-89, 

3-[5-(2-{MorphoUn-4-yl)ethoxy)-lH-indol-2-ylmethylene]-4-(piperidin-4-yl)- 
l,3-dihydroindol-2-one 388116-98-1P, 3-[3- (3-Horpholin-4- 
ylpropyl) -4,5, 6, 7-tetrahydro-lH-indol-2-ylmethylene] -4- (piperidin-4-yl) - 
1, 3-dihydroindol-2-one 

RL: PAC (Pharmacological activity)} SPN (Synthetic preparation)} THU 
(Therapeutic use) » BIOL (Biological study)} PREP (Preparation)} USES 
(Uses) 

(drug} preparation and use of 
4-heteroaryl-3-heteroarylidenyl-2-indolinones 

and their use as protein kinase inhibitors) 
RN 388116-50-5 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ [1, 2-dihydro-2-oxo-4- (4-pyridinyl) -3H-indol- 
3-ylidene]raethyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



CH2- CH2-C02H 
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RN 388116-58-3 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-4- (4-pyridinyl) -3-[ (4, 5,6, 7-tetrahydro-lH- 
indol-2-yl) methylene) - (9CI) (CA INDEX NAME) 




RN 388116-59-4 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-3- (lH-indol-2-yl[2- (4- 

raorphoUnyDethoxy] methylene] -4- (4-pyridinyl)- (9CI) (CA ] 





RN 388116-57-2 CAPLUS 

CN 2H-Indol-2-one, 1, 3 -di hydro- 3- (lH-indol-2-ylmethylene) -4- (4-pyridinyl) - 
(9CI) (CA INDEX NAME) 



RN 388116-62-9 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-3- [4- (4-morpholinyl) -1- (4,5. 6, 7-tetrahydro-lH- 
indol-2-yl)butylidene) -4- (4-pyridinyl) - (9CI) (CA INDEX NAME) 
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(Continued) 



OCT 




RN 388116-B7-8 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ [1, 2-dihydro-2-oxo-4- (4-piperidinyl) - 
indol-3-ylidene)n«thyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



RN 388116-95-8 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-3-[ lH-indol-2-yl[2- (4- 

morphoUnyl)ethoxy] methylene) -4- (4-piperidinyl) - (9CI) (CA INDEX NAME) 




CH2- CH2-C02H 



RN 388116-93-6 CAPLUS 

CN 2H-I ndol-2-one, 1, 3-dihydro-3- (lH-indol-2-ylraethylene) -4- (4-piperidinyl) - 
(9CI) (CA INDEX NAME) 




RN 388116-98-1 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-3- [4- (4-morpholinyl) -1- (4, 5, 6, 7-tetrahydro-lH- 
indol-2-yl)butylidene] -4- (4-piperidinyl)- (9CI) (CA INDEX NAME) 



RN 388116-94-7 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-4- (4-piperidinyl) -3- [ (4,5,6, 7-tetrahydro-lH- 
indol-2-yl)methylene]- (9CI) (CA INDEX NAME) 
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AB Title compds. I {wherein R4-R6 and R8-R10 - H; Rl, R2, and R3 - 

independently H, halo, carboxylic acid, trihalomethyl, or (un) substituted 
ester, amide, alkyl, alkoxy, or (hetero) aryli R7 - (un) substituted alkyl 
or alkoxy; or pharmaceutical^ acceptable salt thereof] were prepared as 
modulators of the activity of protein kinases (PKs) and phosphatases. For 
example, S-bromo-2-oxindole was coupled with 5- (3-diethylaminopropyl) -1H- 
indole-2-carbaldehyde (preparation given) in the presence of piperidine in 

EtOH 

to afford II, which inhibited GST-FLK-1, EGF receptor kinase, and PDGF 
with IC50 values of 0.03 mM, 2.87 uM, and 0.38 »iM, resp. I are 
useful in treating disorders related to abnormal PK activity, such as 
blood vessel proliferative disorders, nesangial cell proliferative 
disorders, fibrotic disorders, cancer, diabetes, autoimmune disorders, 
hyperproliferation disorders, restenosis, fibrosis, psoriasis, von 
Heppel-Lindau disease, osteoarthritis, rheumatoid arthritis, angiogenesis, 
inflammatory disorders, iramunol. disorders, and cardiovascular disorders 
(no data) . Combinatorial libraries comprising at least five indolinone 
compds., formed by reacting ORindoles with aldehydes, are also claimed. 
IT 256930-88-5? 

RL: CPN (Combinatorial preparation)! CRT (Combinatorial reactant) ; RCT 
(Reactant); SPN (Synthetic preparation) ; CMBI (Combinatorial study) i PREP 
(Preparation) t RACT (Reactant or reagent) 

(preparation of (indolylmethylene) indolinones as protein 
kinase/phosphatase 

inhibitors for treatment of proliferative diseases) 
RN 258830-88-5 CAPLUS 

CN lH-Indole-5-sulfonaraide, 2, 3-dihydro-3- (lH-indol-2-ylmethylene) -N,N- 
diraethyl-2-oxo- (9CI) (CA INDEX NAHE) 
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IT 258830-79-4P 3B0241-29-2P 38024 1-30-5P 
38024 1-3 1-fiP 38024 1-33-8P 

RL: CPN (Combinatorial preparation); PAC (Pharmacological activity)! SPN 
(Synthetic preparation); THU (Therapeutic use) t BIOL (Biological study) i 
CMBI (Combinatorial study) ; PREP (Preparation) ; USES (Uses) 
(preparation of (indolylmethylene) indolinones as protein 
kinase/phosphatase 

inhibitors for treatment of proliferative diseases) 
RN 258830-79-4 CAPLUS 

CN lH-Indole-5-sulfonamide, 2, 3-dihydro-3- (lH-indol-2-ylmethylene) -N-methyl-2- 
oxo- (9CI) (CA INDEX NAME) 



380241-29-2 CAPLUS 

2H-Indol-2-one, S-bromo-3- [ {5- [2- (diethyl ami no) ethoxy] -lH-indol-2- 
yl]nethylene]-l,3-dihydro- (9CI) (CA INDEX NAME) 



0-CH2-CH2-NEt2 



RN 380241-30-5 CAPLUS 

CN 2H-Indol-2-one, 3- [ [5-{2- (diethylamino) ethoxy] - lH-indol- 2 -yl] methylene] - 
l,3-dihydro-6-phenyl- (9CI) (CA INDEX NAME) 



O-CH2-CH2- WEt 2 



RN 380241-31-6 CAPLUS 

CN 2H-I ndol-2-one, 3- [ [ 5- (2- (diethylamino) ethoxy] -lH-indol-2-yl] methylene] - 
1,3-dihydro-S-phenyl- (9CI) (CA INDEX NAME) 
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0-CH2-CH 2 -NEt2 



RN 
CN 



380241-33-8 CAPLUS 

lH-Indole-5-carboxylic acid, 2, 3-dihydro-2-oxo-3- [ [5-[3-(l- 
pyrrolidinyl) propyl] -lH-indol-2-yl] methylene}- (9CI) (CA INDEX NAHE) 



IT 25BB30-66-9P 380242-44-4P 380242-45-5P 
380242-46-6P 380242-47-7P 3B0242-48-8P 
380242-49-9P 380242-50-2P 380242-51-3P 
3B0242-S2-4P 380242-53-5P 380242-54-6P 
3B0242-5S-7P 380242-56-8P 3B0242-57-9P 
380242-58-OP 380242-59-1P 3B0242-60-4P 
380242-S1-5P 380242-62-6P 380242-63-7P 
380242-64-8P 380242-65-9P 380242-66-0P 
380242-67-1P 380242-68-2P 380242-69-3P 
380242-7O-6P 380242-71-7P 380242-72-8P 
380242-73-99 380363-X8-6P 

RL: CPN (Combinatorial preparation)! PAC (Pharmacological activity)! THU 
(Therapeutic use>» BIOL (Biological study)! CMBI (Combinatorial study)! 
PREP (Preparation); USES (Uses) 

(preparation of (indolylmethylene) indolinones as protein 
kinase/phosphatase 

inhibitors for treatment of proliferative diseases) 
RN 258830-66-9 CAPLUS 

CN lH-Indole-5-sulfonamide, 2, 3-dihydro-3- (lH-indol-2-ylraethylene) -2-oxo- 
(9CI) (CA INDEX NAME) 



RN 380242-44-4 CAPLUS 

CN lH-Indole-5-sulfonamide, 3- ({5- (3- (diethylamino) propyl] -lH-indol-2- 
yl] methylene] -2, 3-dihydro-N,N-dimethyl-2-oxo- (9CI) (CA INDEX NAME) 
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(Continued) 
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(Continued) 




0 



RN 380242-45-5 CAPLUS 

CN Piperazine. 1-113- [{5- [3- (diethylamino) propyl] -lH-indol-2-yl) methylene] - 
2,3-dihydro-2-oxo-lH-indol-5-yl]sulfonyl]-4-raethyl- (9CI) (CA INDEX NAME) 




He 



RN 380242-46-6 CAPLUS 

CN Pyrrolidine. 1- [ [ 3- [ { 5- [ 3- (diethylamino) propyl) -lH-indol-2-yl] methylene] - 
2.3-dihydro-2-oxo-lH-indol-5-yl]sulfonyl)- (9CI) (CA INDEX NAME) 




RN 380242-47-7 CAPLUS 

CN lH-Indole-5-sulfonamide, 3- [ [5- [3- (diethylamino) propyl) -lH-indol-2- 

yl]Bethylene)-2,3-dihydro-N-(2-m«thoir/ethyl)-2-o«o- (9CI) (CA INDEX NAME) 




O 



RN 3B0242-49-8 CAPLUS 

CN lH-Indole-S-sulf onamide. 3- [ [5- [3- (diethylamino) propyl] -lH-indol-2- 
yl) methylene] -2, 3-dihydro-2-oxo-N-3-pyridinyl- (9CI) (CA INDEX NAME) 



" H 



RN 380242-49-9 CAPLUS 

CN lH-Indole-S-sulf onamide, 3- [{5- [3- (diethylamino) propyl] -lH-indol-2- 

yl] methylene] -2. 3-di hydro-N- <2-methoxyphenyl> -2-oxo- (9CI) (CA INDEX 
NAME) 




RN 380242-50-2 CAPLUS 

CN lH-Indole- 5 -sulfonamide, N- (3-chlorophenyl) —3- I [ 5— { 3— (diethylamino) propyl] - 
lH-indol-2-yl] methylene] -2, 3-dihydro-2-oxo- (9CI) (CA INDEX NAME) 




RN 380242-51-3 CAPLUS 

CN 1H- Indole -5- sulfonamide, 3- [ (5- [3- (diethylamino) propyl] -lH-i ndol-2- 

yl] methylene] -N- [ (4-f luorophenyl) methyl] -2, 3-di hydro- 2-oxo- (9CI) (CA 
INDEX NAME) 




RN 380242-52-4 CAPLUS 

CN lH-Indole-5-sulfonamide, 3- [( 5- [3- (diethylamino) propyl] -lH-indol- 2- 
yl] methylene] -2, 3-di hyd ro-2-oxo- (9CI) (CA INDEX NAME) 
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0 



RN 380242-53-5 CAPLUS 

CN lH-Indole-5-sulfonamide, 3- [ (5- [3- (diethylamino) propyl] -lH-indol-2- 

yl] methylene) -2, 3-dihydro-N- (1-methylethyl) -2-oxo- (9CI) (CA IN0EX NAME) 




O 



RN 380242-54-6 CAPLUS 

CN 1H- Indole- 5- sulfonamide, 2, 3-dihydro-3- (lH-indol-2-ylmethylene) -2-oxo-N- 
(phenylmethyl)- (9CI) (CA INDEX NAME) 



o 



RN 380242-55-7 CAPLUS 

CN Pyrrolidine, 1- [ [2, 3-dihydro-3- (lH-indol-2-ylmethylene) -2-oxo- lH-indol-S- 
yl] sulf onyl] - (9CI) (CA INDEX NAME) 




RN 390242-56-8 CAPLUS 

CN lH-Indole-5-sulf onamide, 2, 3-dihydro-3- (lH-indol-2-ylmethylene) -N- (2- 
nethoxyethyl) -2-oxo- (9CI) (CA INDEX NAME) 
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0 



RN 380242-57-9 CAPLUS 

CN 1H- I ndole-5-sulf onamide, 2, 3-di hydro- 3- (lH-indol-2-ylmethylene) -N- (2- 
methoxyphenyl) -2-oxo- (9CI) (CA INDEX NAME) 



RN 380242-58-0 CAPLUS 

CN lH-Indole-5-sulf onamide, N- (3-chlorophenyl) -2, 3-di hydro- 3- (lH-indol-2- 
ylmethylene) -2-oxo- (9CI) (CA INDEX NAME) 




RN 380242-59-1 CAPLUS 

CN lH-Indole- 5- sulfonamide, N-[ (4-f luorophenyl) methyl] -2, 3-dihydro-3- (1H- 
indol-2-ylraethylene) -2-oxo- (9CI) (CA INDEX NAME) 



ft a 



RN 380242-60-4 CAPLUS 

CN 1H- I ndole-5-sulf onamide, 2,3-dihydro-3- (lH-indol-2-ylmethylene) -N- (1- 
methylethyl) -2-oxo- (9CI) (CA INDEX NAME) 
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o 



RN 380242-61-5 CAPLUS 

CN 2H-Indol-2-one, 3-{ {5- [2- (diethylamino) ethoxy] -lH-indol-2-yl] methylene] - 
l,3-dihydro-6-(3-methoxyphenyl>- (9CI) (CA INDEX NAME) 




RN 3B0242-62-6 CAPLUS 

CN 2H-Indol-2-one, 3-[ [5- [2- (diethylami.no) ethoxy] -lH-indol-2-yl] methylene] - 
l,3-dihydro-6-(4-methoxyphenyl)- (9CI) (CA INDEX NAME) 




RN 380242-63-7 CAPLUS 

CN 2H-Indol-2-one, 3-[[5-[2- (diethylamino) ethoxy] -lB-indol-2-yl) methylene] - 
1, 3-dihydro-6- (2-nethoryphenyl) - (9CI) (CA INDEX NAME) 




RN 3B0242-64-8 CAPLUS 

CN lH-Indole-4-carboxylic acid. 3-( [5- [2- (diethylamino) ethoxy) -lH-indol-2- 
yl) methylene] -2, 3 -di hydro- 2 -oxo- (9CI) (CA INDEX NAME) 




CO2H 



RN 380242-6S-9 CAPLUS 

CN 2H-Indol-2-one. 6-bromo-3- [ [5- [2- (diethylamino) ethoxy) -lH-indol-2- 
yl] methylene] -1,3-di hydro- (9CI) (CA INDEX NAME) 




RN 3B024 2-66-0 CAPLUS 

CN lH-Indole-4-carboxaraide, N- (3-chloro-4-methoxyphenyl) -3- [ [5- [2- 

(diethylamino) ethoxy) -lH-indol-2-yl) methylene] -2, 3-dihydro-2-oxo- (9CI ) 
(CA INDEX NAME) 




OMe 



RN 380242-67-1 CAPLUS 

CN lH-Indole-6-carboxylic acid, 2, 3-dihydro-2-oxo-3-[ [5-[3- (1- 

pyrrolidinyl) propyl] -lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 




RN 380242-68-2 CAPLUS 

CN Glycine, N-[[2, 3-dihydro-2-oxo-3- [ [5- (3- (1-pyrrolidinyl) propyl] -lH-indol-2- 
yl] methylene] -lH-indol-S-yl] carbonyl) - (9CI) (CA INDEX NAME) 
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O 




RN 380242-69-3 CAPLUS 

CN Glycine, N- [ [2, 3-dihydro-2-oxo~3-[ [S-[3- (1-pyrrolidinyl) propyl] -lH-indol-2- 
yl)methylene]-lH-indol-6-yl]carbonyl]- (9CI) (CA INDEX NAME) 



L4 ANSWER 22 OF 35 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
CN L-Alanine, N- [ [2, 3-dihydro-2-oxo-3- ( [5- [3- (1-pyrrolidinyl) propyl] -lfl-indol- 
2-yl]methylene]-lH-indol-6-yl]carbonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




O Me 




--NH-CH2-CO2H 



0 



RN 380242-70-6 CAPLUS 

CN L-Alanine, N-t (2,3-dihydro-2-oxo-3-[ [5- [3- (1-pyrrolidinyl) propyl) -lH-indol- 
2-yl]raethylene]-lH-indol-5-yl]carbonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



RN 380242-73-9 CAPLUS 

CN L-Valine, N- [ [2, 3-dihydro-2-oxo-3-[ [5-[3- (1-pyrrolidinyl) propyl] -lH-indol- 
2-yl) methylene] -lH-indol-6-yl] carbonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



H 




0 CO2H 




RN 380242-71-7 CAPLUS 

CN L-Valine, N- [ (2, 3-dihydro-2-oxo-3- ( [5-{3- (1-pyrrolidinyl) propyl] -IH-indol- 
2-yl] methylene] -lH-indol-5-yl] carbonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




RN 380242-72-8 CAPLUS 



RN 380363-16-6 CAPLUS 

CN 2H-Indol-2-one, 3- [ [5- [2- (diethylamino) ethoxy] -lH-indol-2-yl] methylene] - 
l,3-dihydro-6-(pyridinyl)- (9CI) (CA INDEX NAME) 




IT 380242-01-3* 

RL: CRT (Combinatorial reactant) > RCT (Reactant) 1 SPN (Synthetic 
preparation)) CMBI (Combinatorial study); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of (indolylmethylene) indoli nones as protein 
kinase/phosphatase 

inhibitors for treatment of proliferative diseases) 
RN 380242-01-3 CAPLUS 

CN lH-Indole-S-sulfonaraide, 2, 3-dihydro-3-{ (4-methoxy-lH-indol-2- 
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yl) methylene] -N-methyl-2-o*o- (9CI) (CA INDEX NAME) 



ON* 



IT 38024 1-13-4P 380241-14-SP 3B0241-15-6P 
380241-16-7P 380241-17-8P 3B0241-18-9P 
380241-19-OP 380241-2O-3P 380241-21-4P 
38024 1-22-5P 360241-23-6P 38024 1-24-7P 
380241-25-8P 380241-26-9P 380241-27-0P 
380241-28-1P 380241-32-7P 380241-34-9P 
380241-35-0P 300241-36- IP 380241-37-2P 
380241 -38 -3P 380241-39-4P 3B0241-40-7P 
3S0241-41-8P 380241-42-9P 38024 1-43 -OP 
380241-44-1P 380241-45-2P 380241-46-3P 
3S0241-47-4P 38024I-48-5P 380241-49-6P 
380241-50-9P 380241-31-OP 380241-53-2P 
380241-54-3P 380241-S6-5P 380241-59-8P 
380241-51-2P 380241-65-6P 380241-68-9P 
380241-71-4P 3B0241-74-7P 380241-78*- IP 
380241-B2-7P 3B024 1-84-9 P 38024 1-86- IP 
380241-B8-3P 380241-90- 7P 38024 1-91-8P 
380241-92-9P 380241-93-0P 38024 1-94- IP 
380241-99-2P 380241-96-3P 38024 1-97-4P 
380241-98-SP 380241-99-6P 380242-00-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of (irtdolylmethylene)indolinones as protein 
kinase/phosphatase 

inhibitors for treatment of proliferative diseases) 
RN 390241-13-4 CAPLUS 

CN 2H- I ndol- 2 -one, 3- [ [5-{3- (diethylamino) propyl) -lH-indol-2-yl] methylene] - 
1,3-dihydro- (SCI) (CA INDEX NAME) 
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(CH 2 )3-NEt 2 



RN 380241-15-6 CAPLUS 

CN 2H-Indol-2-one, 3- { [S- [3- (diethylamino) propyl] -lH-i ndol- 2-yl] methylene] - 
1.3-dihydro-6-phenyl- (9CI) (CA INDEX NAME) 



RN 380241-16-7 CAPLUS 

CN 2H-Indol-2-one, 3- [ [5- [3- (diethylamino) propyl] -lH-indol-2-yl] methylene] - 
1,3-dihydro-S-phenyl- (9CI) (CA INDEX NAME) 



(CH 2 )3-NEt2 



RN 380241-17-8 CAPLUS 

CN 2H- I ndol- 2 -one, 3- [ [5-{2- (dimethylainino) ethoxy] -lH-indol-2-yl] methylene] - 
1,3-dihydro- 5 -phenyl- (9CI) (CA INDEX NAME) 



0— CH2 - CH2~ NM«2 




RN 380241-14-5 CAPLUS 

CN 2H- I ndol- 2- one, 5-bromo-3- [(5- [3- (diethylamino) propyl] -lH-indol-2- 
yl] methylene] -1,3-dihydro- (9CI) (CA INDEX NAME) 



RN 380241-18-9 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-5-phenyl-3-{ (S-[2- (1-pyrrolidinyl) ethoxy] -1H- 
indol-2-yl] methylene] - (9CI) (CA INDEX NAME) 




RN 380241-19-0 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-3-[ [5-[2-(4-morphoUnyl)ethoity]-lH-indol-2- 
yl) methylene]- (9CI) (CA INDEX NAME) 
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RN 390241-20-3 CAPLUS 

CN 2H-Indol-2-one, 5-bromo-l, 3-dihydro-3- [ [5- [2- (4-morpholinyl) ethoxy] -1H- 
indol-2-yl] methylene] - (9CI) (CA INDEX NAME) 




RN 380241-21-4 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-3- t [5-{2-(4-raorpholinyl)ethoxy]-lH-indol-2- 
yl] methylene] -6-phenyl- (9CI) (CA INDEX NAME) 




RN 380241-22-5 CAPLUS 

CN 2H-Indol-2-one, 3-[ [5-(2- (dimethylamino) ethoxy] -lH-indol-2-yl] methylene] - 
1,3-dihydro- (9CI) (CA INDEX NAME) 




RN 380241-23-6 CAPLUS 

CN 2H-Indol-2-one, 5-bromo- 3- [ [5- {2- (dimethylamino) ethoxy] -lH-indol- 2- 
yl] methylene] -1,3-dihydro- (9CI) (CA INDEX NAME) 
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CN 2H-Indol-2-one, 3- [ (5-{2- (dimethylamino) ethoxy] -lH-indol-2-yl] methylene] - 
1,3-dihydro- 6-phenyl- (9CI) (CA INDEX NAME) 




RN 380241-25-8 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-3- [ [5- [2- (1-pyrrolidinyl) ethoxy] -lH-indol-2- 
yl} methylene]- (9CI) (CA INDEX NAME) 




RN 380241-26-9 CAPLUS 

CN 2H-Indol-2-one, 5-bromo-l, 3-dihydro-3- [ [5- [2- (1-pyrrolidinyl) ethoxy] -1H- 
i ndol- 2 -yl] methylene]- (9CI) (CA INDEX NAME) 




RN 380241-27-0 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-6-phenyl-3- [ (5- (2- (1-pyrrolidinyl) ethoxy] -1H- 
i ndol- 2 -yl] methylene]- (9CI) (CA INDEX NAME) 



RN 380241-28-1 CAPLUS 

CN 2H-Indol-2-one, 3- [ [5- [2- (diethylamino) ethoxy] - 1H- i ndol - 2 -yl) methylene] - 
1,3-dihydro- (9CI) (CA INDEX NAME) 




RN 380241-24-7 CAPLUS 



RN 380241-32-7 CAPLUS 
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CN 2H-Indol-2-one, 1. 3-dihydro-3- { (S- [3- (1-pyr roll dinyl) propyl] -lH-indol-2- 
ylloethylene] - (9C2) (CA INDEX NAME) 



o _ (aJZ)3 _0ir c x0 



RN 380241-34-9 CAPLUS 

CN 1H-I ndole-5-carborylic acid, 2,3-dihydro-2-oxo-3-{ [5- [2- (1- 

pyrrolidinyl)ethoxyJ-lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 



RN 380241-35-0 CAPLUS 

CN lH-Indole-6-carboxylic acid, 2, 3-dihydro-2-oxo-3- [ [5- [2- (1- 

pyrroMdinyl) ethoxy] -lH-indol-2-yl]methylene]- (9CI) (CA INDEX NAME) 

R 

RN 380241-36-1 CAPLUS 

CN 2H-Indol-2-one. 1, 3-dihydro-4- (2-hydroxyethyl)-3-({5-[2-<l- 

pyrrolidinyl) ethoxy] -lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 



£}N-CH 2 -CH 2 - 



RN 380241-37-2 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-6- (3-pycidinyl) -3-[ (5- [2- (1- 

pyrroliciinyl) ethoxy] -lH-indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 



£j* CH2-C 
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RN 380241-38-3 CAPLUS 

CN 2H-Indol-2-one, 1. 3-dihydro-6- (4-methoxyphenyl) -3- [ (5-{2- (1- 

pyrrolidinyl) ethoxy] -lH-indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 



RN 380241-39-4 CAPLUS 

CN ZH-Indol-2-one, 1, 3-dihydro-6- (3-methoxyphenyl) -3- [ [5-{2- (1- 

pyrrolidinyl)ethoxyJ-lH-indol-2-ylJmethyleneJ- (9CI) (CA INDEX NAME) 

RN 380241-40-7 CAPLUS 

CN 2H-Indol-2-one, 1. 3-dihydco-6- (2-methoxyphenyl) -3- [ [5- [2- (1- 

pyrrolidinyl) ethoxy) -lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 



Cr° 




RN 380241-41-8 CAPLUS 

CN 2H-Indol-2-one, 6- (4-f luorophenyl) -l,3-dihydro-3-[ [5- (2- (1- 

pyrrolidinyl) ethoxy] -lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 

RN 380241-42-9 CAPLUS 

CN lH-Indole-5-carboxylic acid, 2, 3-dihydro-3- [ [5- [2- (4 -morpholinyl) ethoxy] - 
lH-indol-2-yl] methylene] -2-oxo- (9CI) (CA INDEX NAME) 
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RN 380241-43-0 CAPLUS 

CN lH-Indole-6-carboxylic acid, 2, 3-dihydro-3-[ [5- [2- (4-morpholinyl) ethoxy] - 
lH-indol-2-yl]raethylene]-2-oxo- (9CI) (CA INDEX NAME) 




RN 380241-44-1 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-3- [ (5- [2- (4-morpholinyl) ethoxy] -lH-indol-2- 
yl]methylene]-5-phenyl- (9CI) (CA INDEX NAME) 




RN 3B0241-45-2 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-4- (2-hydcoxyethyl) -3-[ (5- [2- (4- 

mo rpholi nyl ) e thoxy] -lH-indol- 2 -yl] methylene]- (9CI) (CA INDEX NAME) 
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H 



RN 380241-47-4 CAPLUS 

CN 2H-Indol-2-one, l,3-dihydro-6- (4-methoxyphenyl) -3- { [5- [2- (4- 

morpholinyl) ethoxy) -lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 



MoO, 




RN 380241-48-5 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-6- (3-methoxyphenyl) -3-[[5-[2- (4- 

morpholinyl) ethoxy] - lH-indol-2-yl] me thy lenel- (9CI) (CA INDEX NAME) 




RN 380241-49-6 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-6- (2-methoxyphenyl) -3- [ [5- [2- (4- 

mo rphoU nyl ) e thoxy ]-lH-indol- 2 -yl] methylene]- (9CI) (CA INDEX NAME) 



Cr 



RN 380241-46-3 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydco-3- [ ( 5- (2- (4-morpholinyl) ethoxy) -lH-indol-2- 
yl] methylene] -6- (3-pycidinyl) - (9CI) (CA INDEX NAME) 




RN 380241-50-9 CAPLUS 

CN 2H-Indol-2-one, 6- (4-f luorophenyl) -1. 3-dihydro-3- [ [5- [2- (4- 

morpholinyl) ethoxy] -lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 
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(Continued) 
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RN 380241-51-0 CAPLUS 

CN 1H- Indole -5- sulfonamide, 2, 3-dihydro-2-oxo-3- [ [5- [2- (1- 

pyrrolidinyl) ethoxy] -lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 



O 




RN 390211-53-2 CAPLUS 

CN 1H- Indole- 5- sulfonamide, 2,3-dihydro-3-([S-I2-(4-morpholinyl)ethoxy)-lH- 
indol-2-yl] methylene] -2-oxo- (9CI) (CA INDEX NAME) 
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CN 1H- Indole -5- sulfonamide, 2,3-dihydro-N-raethyl-2-oxo-3-[{5-[2-(l- 

pyrroUdinyl)ethoxy]-lH-indol-2-yl] methylene]- <9CI> (CA INDEX NAME) 
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CN lH-Indole-5-sulfonamide, 2. 3-dihydro-N, N-dimethyl-2-oxo- 3- [ [5- [2- (1- 
pycrolidinyl)ethoxy]-lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 
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CN lH-Indole-S-sulfonaraide, 2, 3-dihydro-N- (1-methylethyl) -2-oxo-3- [ [5-(2- (1- 
pyrrolidinyl)ethoxy)-lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 
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CN 1H- Indole- 5 -sulfonamide. 2, 3-dihydro-2-oxo-N-phenyl-3- I [5- [2- (1- 

r^rroUdinyl) ethoxy] -lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 
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CN 1H- Indole -5- sulfonamide, 2, 3-dihydro-2-oxo-N-3-pycidinyl-3-( [5- [2- (1- 
pyrrolidinyl)ethoxy]-lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 
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CN lH-Indole, 1- [ [ 2, 3-dihydro-2-oxo-3- { [5-( 2- (l-pyrrolidinyl) ethoxy] -lH-indol- 
2-yl] methylene] -lH-indol-5-yl] sulfonyl) -2. 3-dihydro- (9CI) (CA INDEX 
NAME) 
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pyrrolidinyl) ethoxy] -lH-indol-2-yl) methylene}- (9CI) (CA INDEX NAME) 
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CN lH-Indole-5-sulfonamide, N- (3-chlorophenyl) -2, 3-dihydro-N-raethyl-2-oxo-3- 
{[5-(2-(l-pyrrolidinyl)ethoxy]-lH-indol-2-yl]methylene]- (9CI) (CA INDEX 



H O Me ^Ts. 
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t (5- [2- (1-pyrrolidinyl) ethoxy] -lH-indol-2-yl] methylene] - (9CI) (CA INDEX 
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CN Quinoline, 1- [ (2, 3-dihydro-2-oxo-3-[ { 5- (2- (1-pyrrolidinyl) ethoxy) -lH-i ndol- 
2-yl] methylene] -lH-indol-5-yl] sulfonyl] -1,2, 3, 4-tetrahydro- (9CI) (CA 
INDEX NAME) 
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lH-indol-2-yl] methylene] -lH-indol-5-yl] sulfonyl] -2, 3-dihydro- (9CI) (CA 
INDEX NAME) 



'1 H 



RN 380241-88-3 CAPLUS 

CN lH-Indole-5-sulfonamide, 2, 3-dihydro-N-methyl-3-[ (5- [2- (4- 

morpholinyl)ethoxy)-lH-indol-2-yl] methylene] -2-oxo- (9CI) (CA INDEX NAME) 
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CN lH-Indole-S-sulfonamide, 2, 3-dihydro-N, N-dimethyl-3-( (5- [2- (4- 

raorpholinyl) ethoxy] -lH-indol-2-ylJ methylene] -2-oko- (9CI) (CA INDEX NAME) 
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CN lH-Indole-5-sulf onamide, 2, 3-dihydro-N- (1-methylethyl) -3- [ [5- (2-(4- 

iMrphoUnyl) ethoxy] -lH-iridol-2-yl] methylene] -2-oxo- (9CI) (CA INDEX NAME) 
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CN lH-Indole-5-sulf onamide, 2, 3-dihydro-3- [ [5- [2- <4-morpholinyl) ethoxy] - 1H- 
indol-2-yl]methylene]-2-oxo-N-phenyl- (9CI) (CA INDEX NAME) 



O^J H 
RN 380241-93-0 CAPLUS 

CN IB- Indole -5- sulfonamide, 2. 3-dihydro-3-[ [5- [2- (4-morpholi nyl) ethoxy] -1H- 
indol-2-yl] methylene] -2-oxo-N-3-pyridinyl- (9CI) (CA INDEX NAME) 
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CN lH-Indole, l-U2.3-dihydro-3-[ [5-[2- (4-raorpholinyl) ethoxy] -lH-indol-2- 

yl] methylene] -2-oxo-lH-indol-5-yl] sulfonyl] -2, 3-dihydro- (9CI) (CA INDEX 



RN 380241-95-2 CAPLUS 

CN lH-Indole-5-sulfonamide. N- (3-chlorophenyl) -2, 3-dihydro-3-{ [S-[2- (4- 

morphoUnyl) ethoxy] -lH-indol-2-yl] methylene] -2-oxo- (9CI) (CA INDEX NAME) 



-O 



RN 380241-96-3 CAPLUS 

CN lH-Indole- 5- sulfonamide, N- (3-chlorophenyl) -2, 3-dihydro-N-raethyl-3- [[ 5- (2- 
<4-o»rphoMnyl) ethoxy] -lH-indol-2-yl] methylene] -2-oxo- (9CI) (CA INDEX 
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CN lH-Indole-5-sulfonamide, N- (4-chloro-2-f luorophenyl) -2, 3-dihydro-3- [ {5- [2- 
(4-morpholinyl) ethoxy] -lH-indol-2-yl] methylene] -2-oxo- (9CI) (CA INDEX 
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CN Quinoline, 1- [ (2, 3-dihydro-3- [ (5- {2- (4-raorpholinyl) ethoxy] -lH-indol-2- 

yl] methylene] -2-oxo-lH-indol-5-yl] sulfonyl] -1,2, 3, 4-tetrahydro- (9CI) (CA 
INDEX NAME) 
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CN Isoquinoline, 2-[ [2, 3-dihydro-3-[ {5- [2- (4-raorpholinyl) ethoxy] -lH-indol-2- 
yl) methylene] -2-oxo-lH-indol-S-yl) sulfonyl] -1, 2, 3, 4-tetrahydro- (9CI) (CA 
INDEX NAME) 
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CN 1H- 1 ndole , 5 -bromo- 1 - ( { 2 , 3 -di hyd ro-3 - [ [ 5 - { 2 - ( 4 - mo rpholi ny 1 ) e thoxy ] -1H- 
indol-2-yl] methylene) -2-oxo- lH-indol-S-yl) sulfonyl] -2, 3-dihydro- (9CI) 
(CA INDEX NAME) 
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OTHER SOURCE (S): MARPAT 135:56059 

AB The invention concerns indolinone coopds. and their use to inhibit the 

activity of a receptor tyrosine kinase. The invention is preferably used 
to treat cell proliferative disorders such as cancers characterized by 
over-activity or inappropriate activity of c-kit kinase. 
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(indolinone derivs. for c-kit tyrosine protein kinase function 
modulation) 
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SU6656, a selective Src family kinase inhibitor, used 
to probe growth factor signaling 
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The use of small-mol. inhibitors to study mol. components of cellular 
signal transduction pathways provides a means of anal, complementary to 
currently used techniques, such as antisense, dominant-neg. (interfering) 
mutants and constitutive ly activated mutants. The authors have identified 
and characterized a small-mol. inhibitor, SU6656, which exhibits 
selectivity for Src and other members of the Src family. A related 
inhibitor, SU6657, inhibits many kinases, including Src and the 
platelet-derived growth factor (PDGF) receptor. The use of SU6656 
confirmed the authors' previous findings that Src family kinases are 
required for both Myc induction and DNA synthesis in response to PDGF 
stimulation of NIH 3T3 fibroblasts. By comparing PDGF-stimulated tyrosine 
phosphorylation events in untreated and SU6656-treated cells, the authors 
found that some substrates (for example, c-Cbl, and protein kinase 
Cft) were Src family substrates, whereas others (for example, 
phospholipase C-y) were not. One protein, the adaptor She, was a 
substrate for both Src family kinases (on tyrosines 239 and 240) and a 
distinct tyrosine kinase (on tyrosine 317, which is perhaps phosphorylated 
by the PDGF receptor itself). Microinjection expts. demonstrated that a 
She mol. carrying mutations of tyrosines 239 and 240, in conjunction with 
an SH2 domain mutation, interfered with PDGF-stimulated DNA synthesis. 
Deletion of the phosphotyrosine-binding domain also inhibited synthesis. 
These inhibitions were overcome by heterologous expression of Myc, 
supporting the hypothesis that She functions in the Src pathway. SU6656 
should prove a useful addnl. tool for further dissecting the role of Src 
kinases in this and other signal transduction pathways. 
330161-87-0, SU 6656 330161-68-1, SU 6657 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
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(identification and characterization of small-mol. inhibitor SU6656 in 
relation to selective Src family kinase inhibitor SU6656 used to probe 
growth factor signaling) 
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3-(Cyclohex8no-heteroarylidenyl)-2-indolinone conpds., and physiol. 
acceptable salts and prodrugs thereof, are disclosed which are expected to 
modulate the activity of protein tyrosine kinases and therefore to be 
useful in the prevention and treatment of protein tyrosine kinase- related 
cellular disorders (cancer, arthritis, restenosis, etc.)* 
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Identification of Substituted 3-( (4,5,6,7-Tetrahydro- 
lH-indol-2-yl) methylene] -1. 3-dihydroindol-2-ones as 
Growth Factor Receptor Inhibitors for VEGF-R2 
(Flk-l/KDR), FGF-R1, and PDGF-R0 Tyrosine Kinases 
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A series of nev 3-substituted indolin-2-ones containing a tetrahydroindole 
moiety was developed as specific inhibitors of receptor tyrosine kinases 
associated with VEGF-R, FGF-R, and PDGF-R growth factor receptors. These 
compds. were evaluated for their inhibitory properties toward VEGF-R2 
(Flk-l/KDR), FGF-R1, PDGF-RB, p60c-Src, and EGF-R tyrosine kinases 
and their ability to inhibit growth factor-dependent cell proliferation. 
Structure- activity relationships of this new pharmacophore have been 
determined 

at the level of kinase inhibition. Compds. containing a propionic acid 
moiety 

at the C-3' position of the tetrahydroindole ring represented the most 
potent indolin-2-ones to inactivate the VEGF, FGF, and PDGF receptor 
kinases. The inhibitory activities of 3- [3- (2-carboxyethyl) -4, 5. 6,7- 
tetrahydro-lH-indol-2-ylmethylene] -2-oxo-2, 3-dihydro-lH-indole-5- 
carboxylic acid against VEGF-R2 (Flk-1). 3- (2- [6- (2-methoxyphenyl) -2-oxo- 
l,2-dihydroindol-3-ylidenemethyl]-4,5,6, 7-tetrahydro-lH-indol-3- 
yDpropionic acid against FGF-R1, and 3- [2- (5-brorao-2-oxo-l,2-dihydroindol- 
3-ylidenemethyl) -4, 5,6, 7-tetrahydro-lH-indol-3-yl] propionic acid (I) 
against PDGF-RP were 4, 80, and 4 nH, resp. However, all of these 
compds. were inactive when tested against the EGF-R tyrosine kinase. 
Compds. 3-[2-(2-oxo-l,2-dihydroindol-3-yUdenemethyl) -4,5,6, 7-tetrahydro- 
lH-indol-3-yl) propionic acid (II) and I represented the most potent 
inhibitors of these classes to inhibit both biochem. kinase and growth 
factor-dependent cell proliferation for these three targets. In addition, 
compound II was cocrystd. with the catalytic domain of FGF-R1 providing 
evidence to explain the structure-activity relation results. This study 
has provided evidence to support the potential of these new tyrosine 
kinase inhibitors for the treatment of angiogenesis and other growth 
factor- related diseases including human cancers. 
208144-28-5* 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); PRP (Properties); SPN 
(Synthetic preparation) ; BIOL (Biological study); PREP (Preparation); PROC 
(Process) 

(substituted [ (tetrahydroindolyl) methylene] dihydroindolones as growth 
factor receptor inhibitors for VEGF-R2 (Flk-l/KDR) and FGF-R1, and 
PDGF-R0 tyrosine kinases and as inhibitors of growth 
factor-dependent cell proliferation) 
RN 288144-28-5 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-1 (Z) - (1, 2-dihydro-2-oxo-3H-indol-3- 
ylidene)methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



IT 
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IT 288144-19-4P 288144-20- 7P 288144-21-8P 
288144-22-9P 288144-23-0P 288144-24-1P 
288144-25-2P 288144-28-3P 28S144-27-4P 
288144-2P-6P 288X44-30-9P 288144-31-0P 
288144-32- IP 288144-33-2P 288144-34-3P 
288144-35-4P 288144-36-5P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(substituted [ (tetrahydroindolyl) methylene] dihydroindolones as growth 
factor receptor inhibitors for VEGF-R2 (Flk-l/KDR) and FGF-R1, and 
PDGF-RP tyrosine kinases and as inhibitors of growth 
factor-dependent cell proliferation) 
RN 288144-19-4 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-3- [ (4, 5, 6, 7-tetrahydro-lH-indol-2- 
yl) methylene}-, (3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 288144-20-7 CAPLUS 

CN 2H-Indol-2-one, 5-bromo-l, 3-dihydro-3- [ (4, 5, 6, 7-tetrahydro-lH-indol-2- 
yl) methylene]-, (32)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



RN 288144-21-B CAPLUS 

CN lH-Indole-5-sulfonamide, 2, 3-dihydro-2-oxo-3-{ (4, 5, 6, 7-tetrahydro-lH-indol- 
2-yl) methylene]-, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 288144-22-9 CAPLUS 

CN 1H- Indole- 5- carboxy lie acid, 2, 3-dihydro-2-oxo-3- [ (4 , 5, 6, 7-tetrahydro-lH- 
indol-2-yl) methylene}-, (3Z) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 288144-23-0 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-6-methoxy-3-[ (4, 5, 6. 7-tetrahydro-lH-indol-2- 
yl) methylene]-, <3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 288144-24-1 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-6-phenyl-3- [ (4, 5, 6, 7-tetrahydro-lH-indol-2- 
yl) methylene]-, (3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



RN 288144-25-2 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-6- (3-methoxyphenyl) -3-( (4,5,6, 7-tetrahydro-lH- 
indol-2-yl) methylene]-, (3Z)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 288144-26-3 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydto-6- (2-nethoxyphenyl) -3-{ (4, 5, 6, 7-tetrahydro-lH- 
indol-2-yl) methylene]-, (3Z)- (9CI) (CA INDEX NAME) 

Double bond geoaetry as shown. 




RN 2B8144-27-4 CAPLUS 

CN 2H-Indol-2-one, l,3-dihydro-6- (4-methoxyphenyl) -3-[ (4,5,6,7-tetrahydro-lH- 
indol-2-yl) methylene]-, (32)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




OMe 



RN 288144-29-6 CAPLUS 

CN lH-Indole-3-pcopanoic acid, 2- [ (Z) - (5-brorao-l, 2-dihydro-2-oxo-3H-indol-3- 
ylidene)methyll-4,5.6,7-tetrahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 288144-30-9 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ (Z) -[5- (arainosulfonyl) -1, 2-dihydro-2-oxo-3H- 
indol-3-yUdene] methyl] -4,5, 6. 7-tetcahydro- (9CI) (CA INDEX NAME) 
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Double bond geometry as shown. 




RN 2BB144-31-0 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-( (Z) - (S-carboxy-1, 2-dihydro-2-oxo-3H-indol-3- 
ylidene)methylJ-4.5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 

Double bond geoaetry as shown. 




RN 2B8144>32-1 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ (Z) - (1, 2-dihydro-6-raethoxy-2-oxo-3H-indol-3- 
ylidene) D ethyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 288144-33-2 CAPLUS 

CN lH-Indole-3-pcopanoic acid, 2-[ (Z) - (1, 2-dihydro-2-oxo-6-phenyl-3H-indol-3- 
ylidene)methyl]-4,5.6,7-tetrahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 288144-34-3 CAPLUS 

CN lH-Indole-3-pcopanoic acid, 2- [ (Z) - [1, 2-dihydro-6- (3-raethoxyphenyl) -2-oxo- 
3H-indol-3-ylidene]methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 
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Double bond geometry as shown. 




RN 288144-35-4 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-[ (Z)-[l,2-dihydro-6- (2-methoxyphenyl) -2-i 
3H-indol-3-ylidene]methyl]-4.5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 2B8144-36-S CAPLUS 

CN lH-Indole-3-propanoic acid, 2-[ (Z) - [1, 2-dihydro-6- (4-methoxyphenyl) -2-< 
3H-indol-3-ylidene]methyl]-4.5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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245035- 29-7P 258831-06-09 25B831-07-1P 

RL: BAC (Biological activity or effector, except adverse) t BSU (Biological 
study, unclassified) ; RCT (Reactant); SPN (Synthetic preparation); THU 
(Therapeutic use) i BIOL (Biological study) ; PREP (Preparation); PACT 
(Reactant or reagent)! USES (Uses) 

(target compound; preparation of 3-methylidenyl-2-indoli nones as protein 
kinase modulators for the prevention and treatment of cancer, diabetes, 
hepatic cirrhosis, cardiovascular disease, and Immunol, disease) 

245036- 29-7 CAPLUS 

lB-Indole-3-propanoic acid, 2-[ (1, 2-dihydro-2-oxo-3H-indol-3- 
ylidene)methylJ-4.5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



AB The title compds. (I) [wherein A - C or Ni Q - substituted Ph, pyrrolyl, 
or indolyli R0 - H, allcyl, C(0)R19, or C(O)0R19; Rl - H, (un) substituted 
alleyl, alkoxy, halo, aryl, (CH2) nOC (O) R19, or C(0)NR19; R2 - H, 
(cyclo) allcyl, (hetero) aryl, heteroalicyclic, trihalomethyl, alkoxy, halo, 
sulfamido, C(0)0R19, C(0)R19, NHC(0)OR19, (un) substituted amino, etc.i R3 
- H, allcyl, trihalomethyl, allcoxy, aryl(oxy), heteroaryl, heteroalicyclic, 
OH, halo, sulfamido, C(0)R19, (un) substituted amino, etc. ; M - H, allcyl, 
allcoxy, or halo* R19 - H, (cyclo) allcyl, alkenyl, alkynyl, or aryl; n - 
1-4] were prepared as modulators of the activity of receptor tyrosine 
kinases (RTKs), non-receptor protein tyrosine kinases (CTKs), and 
serine/threonine protein kinases (STKs) . Examples include over 200 
syntheses and data from seventeen bioassays. For instance, II vas prepared 
by a 3-step sequence involving: (1) cyclization and reduction of 
2,4-dinitrophenylacetic acid with SnC12.2H20 in EtOH to form 
6-amino-2-oxindole, (2) amidation with AcCl in CH2C12, and (3) 
condensation of the amide with 3, 5-diisopropyl-4-aethoxybenzaldehyde. II 
was tested for HER-2 kinase activity (IC50 - 6.4 mM) , cellular 
proliferation activity as measured by the incorporation of 
broraodeoxyuridine (BrdU) driven by HER-2 (IC50 - 9.1 nM) or EGF (IC50 - 
11 yM), and antitumor activity as measured by growth of SKOV3 ovarian 
carcinoma cells (ICS0 -2.6 pil) or A431 human epidermoid carcinoma 
cells (IC50 - 2.2 jiM) . The invention compds. are expected to be useful 
in the prevention and treatment of protein kinase related cellular 
disorders such as cancer, diabetes, hepatic cirrhosis, cardiovascular 
disease, and immunol. disease. 

IT 258831-72-09 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of 3-methylidenyl-2-indolinones as protein 

kinase 

modulators for the prevention and treatment of cancer, diabetes, 
hepatic cirrhosis, cardiovascular disease, and immunol. disease) 
RN 258831-72-0 CAPLUS 

CN Carbamic acid, (2, 3-dihydro-3- (lH-indol-2-ylmethylene) -2-oxo-lH-indol-S- 
yl)-, 1, 1 -dime thyle thy 1 ester (9CI) (CA INDEX NAME) 



CH2- CH2-C02H 
258B31-06-0 CAPLUS 

lH-Indole-3-propanoic acid, 2-[ (5-chloro-l, 2-dihydro-4-methyl-2-oxo-: 
indol-3-ylidene)raethyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



CH2-CH2-C02H 



258831-07-1 CAPLUS 

lH-Indole-3-propanoic acid, 2-{ (5-brooo-l, 2-dihyd ro-4 -methyl- 2-oxo-3H- 
indol-3-ylidene)methyl]-4,5,6.7-tetrahydro- (9CI) (CA INDEX NAME) 
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CH2- CH2-C02H 



22813-86-1P 24503S-10-SP 245036-1S-1P 
245036-16-2P 24S036-17-3P 245036-2B-6P 
238930-49-8? 2S8830-51-2P 25B830-53-4P 
258830-55-69 258830-57-8P 258830-59-QP 
258B30-61-4P 238830-S3-6P 25B830-64-7P 
258830-65-8P 25B830-66-9P 258830— 68- IP 
258830-69-29 258830-70-5P 258830-71-6P 
258830-72-7P 258830- 73-8P 258830-74-9P 
258830-75-0P 25B830-76-1P 258830-77-2P 
258830-78-3P 258830-79-49 258830-83-09 
258830-88-9P 2S8830-92-1P 258830-93-2P 

258830- 94-3P 258830-95-4P 258830-96-5P 
238830-97-6P 258830-9B-7P 258830-99-8P 

258831- 00-4P 258831-01-5P 258831-02-6P 
25883 1-04-8P 25883 1-0S-9P 258831 -08- 2P 
258831-09-39 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 

BIOL (Biological study); PREP (Preparation); USES (Uses) 

(target compound; preparation of 3-methylidenyl-2-indolinones as protein 
kinase modulators for the prevention and treatment of cancer, diabetes, 
hepatic cirrhosis, cardiovascular disease, and immunol. disease) 

22813-86-1 CAPLUS 

2H-Indol-2-one, 1, 3-dihydro-3- (lH-indol-2-ylmethylene) - (9CI) (CA INDEX 
NAME) 



RN 245036-10-6 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-[ (1, 2-dihydro-6- (3-oethoxyphenyl) -2-oxo-3H- 
indol-3-ylidene]methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



H02C-CH2-CH2 

RN 24S036-1S-1 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ [1, 2-dihydro-6- (4-methoxyphenyl) -2-oxo-3H- 
indol-3-yUdene]methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 




■£0 



HO2C-CH2-CH2 
RN 245036-16-2 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-( (1, 2-dihyd ro-2-oxo-6-phenyl-3H-indol- 3- 
ylidene)methyl]-4,5,6.7-tetrahydro- (9CI) (CA INDEX NAME) 



HO2C-CH2-CH2 
RN 245036-17-3 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [[ 1 , 2-dihyd ro-6- (2-methoxyphenyl) -2-oxo-: 
indol-3-ylidene]methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 




HO2C— CH2-CH2 



RN 245036-28-6 CAPLUS 

CN lH-Indole-3-propanamide, 2- [ (1, 2-dihydro-2-oxo-3H-indol-3-ylidene) methyl) - 
4. 5,6,7-tetrahydro-N-[2-(4-morpholinyl)ethyl]- (9CI) (CA INDEX NAME) 
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RN 258830-49-8 CAPLUS 

CN lH-Indole-5-sulf onamide, 3- [ [3- [3- (dimethylamino) propyl] -lH-indol-2- 
yl] methylene] -2, 3-dihydro-N-methyl-2-oxo- (9CI) (CA INDEX NAME) 




0 He2N- (CH 2 ) 3 



RN 258830-51-2 CAPLUS 

CN 2H-I ndol-2-one, 3- [ [3- [3- (dimethylaaino) propyl] -lH-indol-2-yl] methylene] - 
l,3-dihydro-4-(2-hydroxyethyl)- (9CI) (CA INDEX NAME) 




(CH2)3-NMe2 



RN 258930-53-4 CAPLUS 

CN 2H-Indol-2-one, 3- [ {3- [3- (dimethylaraino) propyl] -lH-indol-2-yl] methylene) - 
l,3-dihydro-5-methoxy- (9CI) (CA INDEX NAME) 




Me 2 N- (CH 2 ) 3 



RN 258830-55-6 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-S-methyl-3-{ (3-methyl-lH-indol-2-yl) methylene] - 
(9CI) (CA INDEX NAME) 




Me 



RN 258830-57-8 CAPLUS 

CN lH-Indole-5-sulf onamide. 2. 3-dihydro-3- [ (3-methyl-lH-indol-2-yl) methylene) - 
2-Oxo- (9CI) (CA INDEX NAME) 




O He 



RN 258830-59-0 CAPLUS 

CN 1H- I ndole-5-sulf onamide, 2. 3-dihydro-N-methyl-3-[ (3-methyl-lH-indol-2- 
yl) methylene] -2-oxo- (9CI) (CA INDEX NAME) 




O Me 



RN 258830-61-4 CAPLUS 

CN lH-Indole-5-sulf onamide, 2, 3-dihydro-N,N-dimethyl-3- [ (3-methyl-lH-indol-2- 
yl) methylene] -2 -oxo- (9CI) (CA INDEX NAME) 




O Me 



RN 258830-63-6 CAPLUS 

CN 1H- Indole- 5 -carboxylic acid, 2, 3-dihydro-3-[ (3-methyl-lH-indol-2- 

yl) methylene] -2-oxo-, compd. with piperidine (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 258830-62-5 
CMP C19 H14 N2 03 
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Me 



CM 2 

CRN 110-89-4 
CMF C5 Hll N 



Cr 



RN 258830-64-7 CAPLUS 

CN 2H-Indol-2-one, 5-acetyl-l. 3-dihydro-3-[ ( 3 -me thyl-lH-indol- 2 -yl) methylene] - 
(9CI) (CA INDEX NAME) 




Me 



RN 258830-65-8 CAPLUS 

CN 2H-Indol-2-one, 5-acetyl-l, 3-di hydro- 3- (lH-indol-2-ylme thy lene) - (9CI) 
(CA INDEX NAME) 




RN 258830-66-9 CAPLUS 

CN lH-Indole-S-sulf onamide, 2, 3-dihydro-3- (lH-indol-2-ylmethylene) -2-oxo- 
(9CI) (CA INDEX NAME) 
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O 



RN 258830-68-1 CAPLUS 

CN 2H-Indol-2-one, 5-araino-l, 3-dihydro-3- (lH-indol-2-ylmethylene) - (9CI) (CA 
INDEX NAME) 



RN 258830-69-2 CAPLUS 

CN lH-Indole-5-carboxylic acid, 2, 3-dihydro-3- (lH-indol-2-ylmethylene) -2-oxo- 
(9CI) (CA INDEX NAME) 




RN 258830-70-5 CAPLUS 

CN 2H-Indol-2-one, 6-chloro-l, 3-dihydro-3- (lH-indol-2-ylmethylene) - (9CI) 
(CA INDEX NAME) 



H 



RN 25B830-71-6 CAPLUS 

CN 2H-Indol-2-one, 5-chloro-l, 3-dihydro-3- (lH-indol-2-ylmethylene) - (9CI) 
(CA INDEX NAME) 



H 



RN 258830-72-7 CAPLUS 

CN 2H-Indol-2-one, S-bromo-1, 3-dihydro-3- (lH-indol-2-ylmethylene) - (9CI) (CA 
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(Continued) 



RN 259830-73-8 CAPLUS 

CN 2H-Indol-2-one. 1. 3-dihydro-3- (lH-indol-2-ylmethylcne> -4-methyl- (9CI) 
(CA INDEX NAME) 



RN 258830-77-2 CAPLUS 

CN 2H-Indol-2-one, 1, 3 -di hydro- 4 -me thy 1-3- [ (3-methyl-lH-i ndol-2-yl) methylene) - 
(9CI) (CA INDEX NAME) 



RN 258830-74-9 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro- 3- ( (3-methyl- lH-indol-2-yl) methylene) - (9CI) 
(CA INDEX NAME) 



RN 258830-78-3 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-3- (lH-indol-2-ylmethylene) -5- [ (lH-indol-2- 
ylmethylene) amino)- (9CI) (CA INDEX NAME) 



OX 



RN 258830-75-0 CAPLUS 

CN 2H-Indol-2-one. S-chloro-1, 3-dihydro-3-[ (3-methyl-lH-indol-2-yl) methylene) - 
(9CI) (CA INDEX NAME) 



RN 258830-79-4 CAPLUS 

CN lH-Indole-S-sulfonaraide, 2, 3-dihydro-3- (lH-indol-2-ylmethylene) -N-methyl-2- 
oxo- (9CI) (CA INDEX NAME) 



RN 258830-76-1 CAPLUS 

CN 2H-Indol-2-one, 5-bromo-l, 3-dihydro-3-{ (3-methyl-lH-indol-2-yl) methylene] - 
(9CI) (CA INDEX NAME) 



RN 258830-83-0 CAPLUS 

CN 2H-Indol-2-one, 5-amino-l, 3-dihydro-3- [ (3-raethyl-lH-indol-2-yl) methylene] - 
(9CI) (CA INDEX NAME) 
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RN 258830-88-5 CAPLUS 

CN lH-Indole-5-sulfonamide. 2, 3-dihydro-3- (lH-indol-2-ylmethylene) -N,N- 
dimethyl-2-OXO- (9CI) (CA INDEX NAME) 




RN 258830-92-1 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-[ (5-chloro-l, 2-dihydro-2-oxo-3H-indol-3- 
yUdene)oethyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



H0 2 C-CH 2 -CH2 
RN 258830-93-2 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-[ (5-brorao-l, 2-dihydro-2-oxo-3H-indol-3- 
ylidene)raethyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



7^0 



HO2C-CH2-CH2 
RN 258830-94-3 CAPLUS 

CN 1H- Indole -3 -propanoic acid, 2- [ (1, 2-dihydro-4-methyl-2-oxo-3H-indol-3- 
ylidene)methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 




RN 258830-95-4 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ (1, 2-dihydro-5-nethyl-2-oxo-3H-indol-3- 
ylidene)m«thyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



H02C-CH2-CH2 

RN 258830-96-5 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-{ (6-chloro-l, 2-dihydro-2-oxo-3H-indol-3- 
ylidene)methyl)-4,5,6.7-tetrahydro- (9CI) (CA INDEX NAME) 



'XXX 



HO2C-CH2-CH2 

RN 258830-97-6 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-{ (l,2-dihydro-6-raethoxy-2-oxo-3H-indol-3- 
ylidene)oethyl]-4,S,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



"^0 



HO2C-CH2-CH2 
RN 258830-98-7 CAPLUS 

CN lH-Indole-3-propanamide, 2- { (1, 2-dihydro-2-oxo-3H-indol-3-ylidene> methyl] - 
4,S,6,7-tetrahydro-N,N-dimethyl- (9CI) (CA INDEX NAME) 
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CH2- CH2- C- NMe 2 



RN 25BB30-99-8 CAFLUS 

CN 2H-Indol-2-one, 3- [ {3- 13- (dimethylamino) propyl] -4,5,6, 7-tetrahydro-lH- 
indol-2-yllmethylene)-l,3-dihydro- (9CI) (CA INDEX NAME) 




RN 258831-00-4 CAPLUS 

CN 1H- Indole- 3 -propanamide, 2- [ (1, 2-dihydro-2-oxo-3H-indol-3-ylidene) methyl] - 
4, 5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 




CH2-CH2-C-NH2 



RN 256831-01-5 CAPLUS 

CN 2H-Indol-2-one, l,3-dihydro-3-[{4,5,6,7-tetrahydro-3-{3- (4- 

morpholinyl) propyl] -lH-indol-2-yl] methylene]- (9CI) (CA INDEX NAME) 




RN 258831-02-6 CAPLUS 

CN 1H- Indole -3 -propanamide. 2- ( (1, 2-dihydro-2-oxo-3H-indol-3-ylidene) methyl] - 
4,5,6,7-tetrahydro-N-methyl- (9CI) (CA INDEX NAME) 
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CH2-CH2- C-NHMe 



RN 2S8B31-04-8 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ f 1, 2-dihydro-5- [ [ (1- 

methylethyl) amino] sulf onyl] -2-oxo-3H-indol-3-ylidene]methyl] -4 , 5, 6, 7- 
tetrahydro- (9CI) (CA INDEX NAME) 




O HO2C-CH2-CH2 



RN 258831-05-9 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ (1, 2-dihydro-6- (4-morpholinyl) -2-oxo-3H- 
indol-3-ylidene] methyl] -4, 5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 




HO2C-CH2-CH2 



RN 258831-08-2 CAPLUS 

CN lH-Indole-3-propanamide, 2-( (5-bromo-l, 2-dihydro-2-oxo-3H-indol-3- 

yUdene) methyl] -4,5. 6, 7-tetrahydro-N- [2- (4-morpholinyl) ethyl] - (9CI) (CA 
INDEX NAME) 




RN 258831-09-3 CAPLUS 

CN 1H- Indole -3 -propanamide, 2- [ (5-chloro-l, 2-dihydro-2-oxo-3H-indol-3- 

ylidene) methyl] -4 , 5, 6, 7-tetrahydro-N- [2- (4-morpholinyl) ethyl] - (9CI ) (CA 
INDEX NAME) 
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Ret-derived oncogenes are frequently and specifically expressed in thyroid 
tumors. In contrast to the ret receptor, ret oncoproteins are 
characterized by ligand-independent tyrosine-kinase activity and tyrosine 
phosphorylation. In this study, novel synthetic arylidene 2-indolinone 
compds. were evaluated as inhibitors of the ret/ptcl tyrosine kinase. 
Four compds. inhibited ret/ptcl activity in immunokinase assay (IC50 27-42 
MM) including one (1, 3-dihydro-5, 6-dimethoxy-3- [ (4-hydroxyphenyl) 
methylene] -2H-indol-2-one) (Cpd I) that selectively inhibited the 
anchorage-independent growth of NIH3T3 transformants expressing the 
ret/ptcl gene (NIH3T3ptcl cells). Following exposure to Cpd I, the 
transformed phenotype of NIH3T3ptcl cells was reverted, within 24 h, to a 
normal fibroblast-like morphol. in adherent-cell culture. In these cells, 
the constitutive tyrosine phosphorylation of ret/ptcl, of the transducing 
adaptor protein she and of a series of co-immunopptd. peptides became much 
reduced, as demonstrated by immunopptn. /Western-blot analyses. Data 
presented provide addnl. evidence that ret/ptcl is directly implicated in 
malignant transformation, and demonstrate the ability of Cpd I to 
interfere in the signal transduction pathway constitutively activated by 
the ret/ptcl oncoprotein. These results confirm the interest of the 
arylidene 2-indolinone class of tyrosine-kinase inhibitors as tools for 
the study of ret signaling and the control of cell proliferation in ret- 
and ret/ptcs-associated diseases. 
269730-08-7 
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ring by cyclization to the methylene group; Rl, R2 - H, alkyl, 
(hetero)aryl or -aliph. ring, aaino, N02, halo, etc.; R3 - (un) substituted 
Ph; Z - (un) substituted (CH2)0-3; R4, R5 - H, alkyl, (hetero)aryl or 
-aliph., aaine, ketone, etc.]. The invention also relates to methods of 
modulating the function of protein kinases using these coapds., and 
methods of treating diseases by modulating the function of protein kinases 
and related signal transduction pathways. Data for prepns. and/or biol. 
activity are given, as well as the prepns. of various oxindole 
intermediates. For instance, the pyrazolecarboxaaide deriv. Ill gave up 
to 701 inhibition of growth of Calu-6 human lung carcinoma cells as a 
xenograft in mice. As another example, the indolinone deriv. IV was 
prepd. by condensation of 6- (4-raethoxyphenyl) -2-oxindole with 
3,5-dimethyl-lH-pyrrole-2-earboxaldehyde in the presence of piperidine. 
Extensive tests of a few selected coapds. against a variety of protein 
kinases are described. 

IT 245033-B8-5P, 6- (3-Methoxyphenyl) -3- { (4 , 5, 6, 7-tetrahydro-lH-indol- 
2-yl) methylene} -l,3-dihydroindol-2-one 24503S-93-2P, 
6- (3-Methoxyphenyl) -3-{ (3-methyl-4, 5, 6, 7-tetrahydro-lH-indol-2- 
yl)raethylene]-l,3-dihydroindol-2-one 24503S-96-5P, 

6-(3-Ethoxyphenyl)-3-{ (4, S, 6,7-tetrahydro-lH-indol-2-yl)methylene] -1. 3- 
dihydroindol-2-one 245036-00-4P, 6-Phenyl-3- [ (4, 5, 6, 7-tetrahydro- 
lH-indol-2-yl)methylene]-l,3-dihydroindol-2-one 245036-07- IP, 
6- (4-Methoxyphenyl> -3- [ (4, 5, 6, 7-tetrahydro-lH-indol-2-yl) methylene) -1, 3- 
dihydroindol-2-one 245036-08-2P, 6- (4-Methoxyphenyl) -3-( (3- 
methyl-4, S, 6, 7-tetrahydro-lH-indol-2-yl) methylene] -1, 3-dihydroindol-2-one 
2 45036- 10-6P, 3-[2-({6-< 3 -Me thoxypheny 1 ) - 2 - oxo- 1 , 2 -di hyd r oi ndol- 3 - 
ylidene] methyl) -4, 5, 6, 7- tetrahydro-lH-indol-3-yl] propionic acid 
245036-15-1P, 3-(2-{[6- (4-Methoxyphenyl) -2-oxo-l,2-dihydroindol-3- 
ylidene) methyl] -4, 5, 6,7-tetrahydro-lH-indol-3-yl] propionic acid 
245036-16-27, 3- (2- [ (2-Oxo-6-phenyl-l, 2-dihydroindol-3- 
ylidene) methyl] -4,5, 6, 7-tetrahydro-lH-indol-3-yl] propionic acid 
245036- 17-3P, 3-(2- [ [6- (2-Methoxyphenyl) -2-oxo-l, 2-dihydroindol-3- 
ylidene] methyl] -4,5, 6, 7-tetrahydro-lH-indol-3-yl] propionic acid 
245036-21-9P, 6- (2-Methoxyphenyl) -3-( (4, 5, 6, 7- tetra hydro- lH-i ndol - 

2- yl) nethylene) -1, 3-dihydroindol-2-one 245036-22-0P, 

6- (2-Methoxyphenyl) -3- [ (3-methyl-4 , 5,6,7- tetrahydro- lH-indol-2- 
yl> methylene] -1, 3-dihydroindol-2-one 245036-28-6P, 

N- (2-Morpholin-4 -ylethyl) -3- [2- { ( 2- oxo- 1 , 2-di hyd roi ndol - 3 -ylide ne ) me thyl] - 
4, 5, 6, 7-tetrahydro-lH-indol-3-yl] propionamide 245036-29-7P, 

3- {2- [ (2-Oxo-l, 2-di hyd roindol-3-ylidene) methyl] -4,5,6, 7-tetrahydro-lH- 
indol-3-yl] propionic acid 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(target compound; preparation of pyrazolecarboxylic acid amides and 
(arylmethylene) indolinones as protein tyrosine kinase modulators) 
RN 245035-88-5 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-6- (3-methoxyphenyl) -3- [ (4, 5, 6, 7-tetrahydro-lH- 
indol-2-yl) methylene] - (9CI) (CA INDEX NAME) 



• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 




AB The invention relates to certain indolinone -based and pyrazolyl amide -based H 
compds., I and II, their method of synthesis, and combinatorial libraries 

consisting of the compds. [wherein AB - atoms to make up 1-2 fused and/or RN 245035-93-2 CAPLUS 

connected rings; R - aromatic or heteroarom. ring which may form an addnl. CN 2H-Indol-2-one, 1, 3-dihydro-6- (3-methoxyphenyl) -3-[ (4, 5, 6, 7-tetrahydro-3- 
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methyl-lH-indol-2-yl) methylene] - (9CI) (CA INDEX NAME) 




RN 24 5035-96-5 CAPLUS 

CN 2H- I ndol- 2- one, 6- (3-ethoxyphenyl) -1, 3-dihydro-3- [ (4, 5, 6, 7-tetrahydro-lH- 
indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 
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Me 



RN 245036-10-6 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ [1, 2-dihydro-6- (3-methoxyphenyl) -2-oxo- 3H- 
indol-3-ylidene]methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



RN 245036-00-4 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-6-phenyl-3- [ (4,5,6, 7-tetrahydro-lH-indol-2- 
yl) methylene] - (9CI) (CA INDEX NAME) 



H 

RN 245036-07-1 CAPLUS 

CN 2H-Indol-2-one, 1 , 3-dihydro-6- (4-nethoxyphenyl) -3- [ (4 , 5, 6, 7- tetrahydro-lH- 
indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 




RN 24 5036-08-2 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-6- (4-methoxyphenyl) -3- [ (4, 5,6,7-tetrahydro-3- 
nethyl-lH-indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 



HO2C-CH2-CH2 



RN 245036-15-1 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ [1, 2-dihydro-6- (4-methoxyphenyl) -2-oxo- 3H- 
indol-3-ylidene]methyl]-4,S,6,7-tetrahydro- (9CI) (CA INDEX NAME) 




H02C-CH2 _ CH2 



RN 245036-16-2 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-[ (l,2-dihydro-2-oxo-6-phenyl-3H-indol-3- 
ylidene)methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 




HO2C-CH2-CH2 



RN 245036-17-3 CAPLUS 

CN lH-Indole-3-propanoic acid, 2-( [1, 2-di hydro- 6- (2-methoxyphenyl) -2-oxo- 3H- 
indol-3-ylidene]methyl]-4.5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 
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KO2C-CH2-CH2 
RN 245036-21-9 CAPLUS 

CN 2H-Indol-2-one, 1 , 3-dihydro-6- (2-methoxyphenyl) -3- [ (4, 5, 6, 7-tetrahydro-lH- 
indol-2-yl) methylene)- (9CI) (CA INDEX NAME) 



CH2-CH2-C02H 




RN 245036-22-0 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-6- (2-methoxyphenyl) -3- [(4,5,6, 7-tetrahydro-3- 
me thyl-lH-indol- 2 -yl) methylene]- (9CI) (CA INDEX NAME) 




~£0 



RN 245036-28-6 CAPLUS 

CN lH-Indole-3-propanamide, 2-[ (1, 2-dihydro-2-oxo-3H-indol-3-ylidene) methyl] - 
4,5,6,7-tetrahydro-N-[2-(4-morpholinyl)ethyl]- (9CI) (CA INDEX NAME) 




C- NH- CH2- CH2 

0 



RN 245036-29-7 CAPLUS 

CN lH-Indole-3-propanoic acid, 2- [ (1, 2-dihydro-2-o*o-3H-indol-3- 
ylidene)methyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 
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AB Title compda. (I; A1-A4 - C, N* when any of A1-A4 - N, then the 

corresponding R3-R6 - null* Rl - H, alkyl, cycloalkyl, alkenyl, alkynyl, 
aryl, heteroaryl, heteroalicyclyl, trihalooethylcarbonyl, OH, C02H, 
trihalomethylsulfonyl, etc.i R2 - H, alkyl, cycloalkyl, aryl, heteroaryl, 
heteroalicyclyl, halo; R3-R6 - H, alkyl, trihalomethyl, cycloallcyl, 
alkenyl, alkynyl. aryl, heteroaryl, heteroalicyclyl, OH, SH, alkoxy, 
aryloxy, amino, phosphonyl, guanidinyl, N02, halo, (iso) cyan a to, etc.! 
R3R4 or R4R5 or R5R6 - cycloalkyl, aryl, heteroaryl, heteroalicyclyl, 
0CH20, OCH2CH20 j Q - specified (substituted) (hetero) aryli Z - O, S] , vera 
prepared Thus, 3- (4-imidazolylmethylidenyl) -4, 6-dimethyl-2-indolinone 
inhibited CDK2 with IC50 - <0.78 >»M. 

IT 215537-21-6 

RL: BAC (Biological activity or effector, except adverse)* BSU (Biological 
study, unclassified)! THU (Therapeutic use) » BIOL (Biological study)? USES 
(Uses) 

(preparation of 3- (hetero) arylmethylidene-2-lndolinone derivs. as 
modulators 

of protein kinase activity for use in treating cancer) 
RN 215537-21-6 CAPLUS 

CN 2H-Indol-2-one, 5,7-dibromo-l, 3-dihydro-4-methyl-3- [ (4, 5, 6, 7-tetrahydro-lH- 
indol-2-yl) methylene]- (9CI) (CA INDEX NAME) 



REFERENCE COUNT: 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Indolinone covins to rial Libraries and related 
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Sugen, Inc., USA; Tang, Peng Cho; Sun, Li; McMahon, 
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PCT Int. Appl., 293 pp. 
CODEN: PIXXD2 
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KIND DATE 
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19980226 WO 1997-US14736 

BA, BB, BG, BR, BY, CA, CH, CN. 

HU, IL. IS, JP, KE, KG. 

MD, MG, MK, MN, MW, MX, 

SK, SL, TJ, TM, TR, TT, 

KG, KZ, MO, RU, TJ, TM 

ZW, AT, BE, CH, 0E, DK, 

PT, SE, BF, BJ, CP, CG, 
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GE. GH, 
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SG, SI, 
AZ, BY, 
SZ, UG, 
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CA 1997-2264220 
EP 1997-939480 
GB, GR, IT, LI, LU, NL, 
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DE, DK, ES, FR, GB, GR, IT, LI 



JP 1998-510973 
EP 2002-77564 



DATE 
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CU, CZ, DE, 
KP, KR, KZ, 
NO. NZ, PL, 
UA, UG, US, 

ES, FI, FR, 
CI, CM, GA, 
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19970820 
19970820 
SE, MC, PT, 

19970820 
19970820 



LU, NL, SE, MC, PT, 



Al 



199B0306 
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OH 




Br I 



AB The invention relates to indolinone derivs. capable of modulating, 

regulating, and/or inhibiting protein kinase signal transduction. The 
corapds. are useful for the treatment of diseases related to unregulated 
protein kinase signal transduction, including cell proliferative diseases 
such as cancer, atherosclerosis, arthritis, and restenosis, and metabolic 
diseases such as diabetes. Inhibitors specific to the FLK protein kinase 
can be obtained by adding chemical substituents to the 3-( (indole-3- 
yl) methylene] -2- indolinone system, in particular at the 1' position of the 
indole ring. Indolinone compds. that specifically inhibit the FLK and 
platelet derived growth factor protein kinases can harbor a 
tetrahydroindole or cyclopentano[b] pyrrole moiety. Indolinone compds. 
that are modified with substituents, particularly at the 5 position of the 
oxindole ring, can effectively activate protein kinases. This invention 
also features novel hydrosol. indolinone compds. that are tyrosine kinase 
inhibitors, and related products and methods. Approx. 1200 title compds., 
such as I, were prepared by combinatorial condensation of certain 
(un) substituted indolinones with aldehydes at the 3-position. I gave 
complete inhibition of MET kinase at chimeric MET receptors in vitro. 

IT 203991-59-79, 3- [ (4 , 5, 6, 7-Tetrahydroindol-2-yl> raethylidenyll -5, 7- 
dibromo-2-indolinone 203991-69-99, 3- 1 (4, 5,6, 7-Tetrahydroindol-2- 
yl) raethylidenyl] -5-iodo-2-indolinone 203991-79-19, 
3-( (4,5,6,7-Tetrahydroindol-2-yl)methylidenyl] -5-bromo-4-raethyl-2- 
indolinone 203991-89-39, 3- [ (4, 5, 6, 7-Tetrahydroindol-2- 
yUmethylidenyl] -5- [ (methylaraino) sulfonyl] -2-indolinone 

203991- 99-59, 3- [ (4 , 5, 6, 7-Tetrahydroindol-2-yl) me thylidenyl] -5- 
[ [ [4 - (trifluoromethyl) phenyl] amino] sulfonyl) -2-indolinone 

203992- 09-09, 3- [ (4 , 5, 6, 7-Tetrahydroindol-2-yl) raethylidenyl] -5- 
(raorpholinosulfonyl) -2-indolinone 203992-19-29, 

3-[(4,5,6.7-Tetrahydroindol-2-yl)methylidenyl)-S-(2-chloroethyl)-2- 
indolinone 204003-84-99 204003-89-09 
204003-88-39 204003-89-49 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) i SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation and testing of indolinone combinatorial library as protein 
kinase inhibitors) 
RN 203991-59-7 CAPLUS 

CN 2H-Indol-2-one, 5, 7-dibromo-l, 3-dihydro-3- [(4,5, 6, 7-tetrahydro-lH-indol-2- 
yl) methylene]- (9CI) (CA INDEX NAME) 
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RN 203991-69-9 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-5-iodo-3- [(4.5, 6, 7-tetrahydro-lH-indol-2- 
yl) methylene]- (9CI) (CA INDEX NAME) 




RN 203991-79-1 CAPLUS 

CN 2H-Indol-2-one, 5-bromo-l, 3-di hydro- 4 -me thy 1-3- [ (4,5, 6, 7-tetrahydro-XH- 
indol-2-yl) methylene] - (9CI) (CA INDEX NAME) 



Me 



RN 203991-89-3 CAPLUS 

CN lH-Indole-5-sulfonaraide, 2, 3-dihydro-N-raethyl-2-oxo-3- [ (4, 5, 6, 7-tetrahydro- 
1H- i ndol- 2 -yl) methylene]- (9CI) (CA INDEX NAME) 




O 



RN 203991-99-5 CAPLUS 

CN lH-Indole-5-sulfonamide, 2,3-dihydro-2-oxo-3-[ (4, 5,6, 7-tet^ahyd^o-lH-indol- 
2-yl) methylene] -N-{4- (trifluoromethyl) phenyl] - (9CI) (CA INDEX NAME) 
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RN 203992-09-0 CAPLUS 

CN Morpholine, 4-[ [2, 3-dihydro-2-oxo-3-[ (4, 5. 6, 7-tetrahydro-lH-indol-2- 
yl)oethylene)-lH-indol-5-yl)3ulfonylJ- (9CI) (CA INDEX NAME) 




RN 203992-19-2 CAPLUS 

CN 2H-Indol-2-one, 5- (2-chloroethyl) -1, 3-dihydro-3- 1(4,5,6, 7-tetrahydro-lH- 
indol-2-yl) methylene J - (9CI) (CA INDEX NAME) 




RN 204003-84-9 CAPLUS 

CN 2H-Indol-2-one, 5-aaino-l, 3-dihydro-3-[ (4,5,6. 7-tetrahydro-lH-indol-2- 
yl) methylene!- (9CI) (CA INDEX NAME) 



L H 



RN 204003-89-4 CAPLUS 

CN 2H-Indol-2-one, 5-broao-l, 3-dihydro-3- [ (4,5,6, 7-tetrahydro- lH-indol-2- 
yl) methylene]- (9CI) (CA INDEX NAME) 



Br h 

REFERENCE COUNT: 15 THERE ARE 15 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




RN 204003-85-0 CAPLUS 

CN 2H-Indol-2~one, 1, 3-dihydro-3-[ (4, 5, 6. 7-tetrahydro-lH-indol-2- 
yl) methylene]- (9CI) (CA INDEX NAME) 



H 

RN 204003-88-3 CAPLUS 

CN 2H-I ndol-2-one, 5-chloro-l , 3-dihydro-3- [ (4 , 5, 6, 7-tetrahydro-lH-indol-2- 
yl) methylene]- (9CI) (CA INDEX NAME) 



L4 ANSWER 32 OF 35 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1996:746204 CAPLUS 
126:18783 

Substituted indolylmethylene-oxindole analogs as 
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Antonella; Penco, Sergio/ vioglio, Sergio 
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PCT Int. Appl., 53 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



WO 9632380 Al 19961017 

tf: JP, US 

RV: AT, BE, CH, DE, DK, ES, FI , 
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DE, ES, FR, GB, IT, 
JP 10501821 T2 19980217 



ES 21B1B75 
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inhibiting activity, and are useful as antiproliferative, antimetastatic, 
anticancer, antiatheromatous, anti-Alzheimer, and immunomodulating agents. 
For example, 2-indolinone reacted with BrCH2COBr and A1C13 to give the 
5- (2-bromoacetyl) deriv. , which underwent araination with piperidine and 
then condensation with indole-3-carboxaldehyde, to give title compd. II 
(FCE 28484) . In tests for inhibition of p45 v-abl kinase and K562 
leukemia cells in vitro, II had IC50 of 0.78 and 4.82 *tM, resp. 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) > 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of (indolylmethylene) oxindole analogs as tyrosine kinase 

inhibitors) 
184020-79-9 CAPLUS 

Methanimidamide, N' - [2- [ (1 , 2-dihydro-2-oxo-3H-indol-3-ylidene) methyl] -1H- 
indol-5-yl]-N.N-dimethyl- (9CI) (CA INDEX NAME) 



N=CH-NMe 2 




AB Indol-3-ylmethylene-2-oxindole derivs. I and their phanaaceutically 
acceptable salts are disclosed [wherein 1 or 2 of R, Rl, R2, and R3 - 
X(CH2)mNH2, X (CH2) mNR4R5, X(CH2)mNHR6, NHC{ :NH)NH2, NHC ( :NH) NR4RS, 
NHC ( : NH) NHR6, N:CHNH2, N:CHNR4R5, N:CHNHR6, X(CH2)mCOR7, CORa, COR8, 
YCOY'R9, NHR6, NHR10 group; remaining groups within R and R1-R3 - H, halo, 
amino, OH, alkyl, alkoxy, C02H, alkoxycarbonyl, alkanoyloxy, cyano, NR4R5; 
X - O, S, NH> m - 1-4; 1 of R4 and R5 - H or alkyl, and other - alkyl; or 
NR4R5 forms saturated monoheterocycle; R6 - alkanoyl, 1- to 3-residue 
(un) substituted peptidyl; R7 - OH, amino, alkoxy, NR4R5; Ra - amino 
terminus of 1- to 3-unit peptidyl; R8 - alkoxy, phenylalkoxy, (CH2)nNH2, 
(CH2)nNR4R5, (CH2)nNHR6; n - 1-2; Y, Y' - NH, O; R9 - Ph, alkyl, 
phenylalkyl; R10 - mono-, di- or trihydroxyalkyl] . I have tyrosine kinase 
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Palladium-catalyzed tandem cycli z a tlon- cross -coupling 
reaction with triethyl(l -me thylindol-2-yl) borate 
1 3 hi leu ra, Minoru 

Fac. Pharm. Sci., Health Sci. Univ. Hokkaido, 
Hokkaido, 061-02, Japan 

Journal of the Chemical Society, Chemical 

Communications (1995), (4), 409-10 

CODEN: JCCCATj ISSN: 0022-4936 

Royal Society of Chemistry 

Journal 

English 

CAS REACT 123:33475 




Triethyl(l-raethylindol-2-yl)borate is successfully applied for the 
palladium-catalyzed tandem eye lizati on -cross -coupling reaction, which is 
used for a concise access to ellipticine derivs., e.g. I. 
163977-07-9P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(palladium-catalyzed tandea cyclization-cross-coupling reaction with 

triethyl(nethylindolyl) borate) 
163977-07-9 CAPLUS 

2H-Indol-2-one, 1, 3-dihydro-l, 3-dimethyl-3- [ (l-methyl-lH-indol-2- 
yl> methyl)- (9CI) (CA INDEX NAME) 
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DE 1993-3310891 
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19830325 








EP 1994-103045 
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19840320 








US 1994-592616 


Al 


19840323 



CASREACT 102:131907 




Indolinones I (R - alkyl, (un) substituted Ph; Rl - R2 - H, R1R2 - bond; R3 
- (un) substituted Ph, heterocyclyl; Z - alkylene, 0, S, bond] were prepared 
as antihypertensives and 0- sympatholytics (no data) . Thus, Et 
2- (2-oxiranylmethyl)-6-nitrobenzeneacetate was treated Me2CHNH2 and 
cycli zed by hydrogenation over Pd-C to give 89% 4-[2-hydroxy-3- 
(isopropylami.no) propoxy]-2-indolinone. The latter was condensed with 

2- HOC6H4CHO to give 471 I (R - Me2CH, R1R2 - Z - bond, R3 - 2-H0C6H4), 
which was hydrogenated over Pd-C to give 34% I.BzOH (R - Me2CH, Rl - R2 - 
H, R3 - 2-HOC6H4, Z - bond). 

94533-28-97 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of) 
94533-28-5 CAPLUS 

2H-Indol-2-one, 1, 3-dihydro-4-{2-hydroxy-3-( (2-phenoxyethyl) amino] propoxy] - 

3- (lH-indol-2-ylmethylene)- (9CI) (CA INDEX NAME) 
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Indole chemistry. VI. a,P'- 
Diindolylme thanes and s,p*- 
dii ndolylme the nes 

Von Dobeneck, Henning; Volkenstein, Dieter) 
Blankenstein, Guenter 
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DOCUMENT TYPE: Journal 
LANGUAGE: German 
GI For diagram(s), see printed CA Issue. 

AB Urorosein was prepared by polycondensation of indol-3-ylglycolic acid, 
followed by oxidation with the formation of the a,B'- 
diindolylmethene chromophore. a, p'-Diindolylmethanes (I) were 
prepared by the reaction of a- and p-unsubstituted indoles with 
glyoxylic acidi «, B' -dii ndolylme thenes, from 
B-formylindoles and p-unsubstituted indoles. 
0xo-P, p» - and oxo-«, P' -diindolylraethenes were prepared 
from p-and a-formylindoles and oxindoles. 

IT 22813-B6-1P 228 13-8 7- 2 P 22813-B8-3P 
22813-09-49 

RL: SPN (Synthetic preparation)? PREP (Preparation) 
(preparation of) 
RN 22813-86-1 CAPLUS 

CN 2H-Indol-2-one, 1, 3-dihydro-3- (lH-indol-2-ylmethylene) - (9CI) (CA INDEX 
NAME) 



H 

RN 22813-97-2 CAPLUS 

CN 2-Indolinone, 3- (indol-2-ylnethylene) -1-raethyl- (8CI) (CA INDEX NAME) 



He 




RN 22813-98-3 CAPLUS 

CN 2-1 ndoli none, 3- ( (1. 3-dimethylindol-2-yl) methylene] - (8CI) (CA INDEX 
NAME) 
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RN 22813-99-4 CAPLUS 

OJ 2-Indolinon«. 3-[ (1. 3-dinethyUixlol-2-yl)iaethylene] -1-E»thyl- (8CI) (CA 
INDEX NAME) 




Me 



=> log y 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
173.80 335.77 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -25.55 -25.55 
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